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COMSLNATIQH Of A VEQ£ RECEPTOR INHIBITOR WITH A C Bj^T«&MTfe 



The irweniion rallies is a method of pawning or basing p«$f®rstiv» diseases or 
als-eases thai aro mmztim&d with or iii^e^t by persistent asgiog&n&sis fc* a mammal 
particular a hum, with a eombteisjt of pbarma«m4feal apss& vffltfh mmpmm: 

(m) a vaacyta? «ncfo$h©Hai grewth faster receptor protein tyrosine kinaao 

tnNbicf (VEGF InhMof }; m& 

(b) <m or nas ehemotherapesitie agwrs. 

Th@ inven^on further relates to pharmaceutical eomposltiorts sempdsing: 
f®) a VEQF snhlhltos™ 

{b} or8 or mora chemothorapeufe agerste; ami 
Co) a phwrnaeauticalty aocefsSabte earner:. 

The prasant Ifsv^nSon further relates to a oonrarnords! package or product comprising: 
fa) a p|^msiiP8*tffcal formation «?f a VEC*F jrshlblor; and 

a pfcarmaceMSoal formu Won of a shemotiierapeutfc agertt for simultaneous, 
OcnGurranS, aepargte or ssqLiaftfel uso, 

The: sjCHfRbffMion parters (a) ami (b) tm be administered iogetiw, $m after the 
Cftar-Oir separately to one comfctoad unit dosage ?onm or In two separate unit do^ags forms:, 
The <Josa§e km way also be- a fixed roombsnaikm. 



fo the center of She nelvwk register fie growth m& ®M$rm$ai\<m of the vascular 
spton and its component*,. bsM d$aiP0 ambr>wsia development &asd norsfsal growth asid In a 
wkte nymber of pathological a»mai&s artd disassas,, Has the a;nglogesite factor, knovm as 
VEGF of VGJEF; ohgina%' termed vascular parmeablty factor (VPF), along with its eeHyter 
fecaptOfs, Sea Scalar si at, Trends CMB&L Vol, 6< pp, 4S4-4SS (ISSSj and ?ef§f«n«^s 
oil&d Pamirs. 

VEGF is a dlnwie., disaitlda'llrsted 464; Da glycopndielfi pmductd by nom'sai cell Irsea 
asr*d turner esli lines. It Is an ari^pts&liai eaii-spaalfis mitogen, shows- artg*e§er*fe aoth% In 
m wo test systama, e.g., rabbit sornaa ia ehe«isteetl£ for ervdothelmi sells and monocles, 
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and Induces plasminogen activators in endstheltei cells, w^csh are Iters involved in ihs 
protects degradation of axtmceMer matrix during the formation of capiladea A aumhar 
of informs of VEGF are known, wliieh stew comparable ^idogscai aciMy s by* differ in the 
type of cells lhat senate ties «8%d Ift their tep®rlrv>bHKSir*g capa<% In adcBte, them are 
other members of the VEOF fem% sasn as ptesenla growth faolor ami VEGF-C, 

VEOF receptors am tfansrfcembranous reeaptor tyrosine kinases, TTiay are 
diaraotarizad fey an aj&aoeiiuiaf domain wilts seven iarouaQgiobulMNa damans and m 
intracellular tyrosine kinase domain), Vaheus types of VEGF rector ar» tasn* &$. t 
VEGFR-1. VS3FR-2 and VEGFR-3 

A large numfcar of human turgors, espgclsiiy gliomas and earcineffiss, express high 
feve& of VEGF and Its raeapterss. This has led to #ia hypothesis fsat the VEGF released by 
tumor cells aaaNS simulate tha growth of bleed eaplilsihss and ih« pmiiforttion ef turno? 
ando*»3lyro in a paracrine manner and llm thrmigh: the improved bfood suppty, accelerate 
tmmr gradi incfaased VEGF expression couid explain the emi??anca of cerebral 
«§^8PRa in parents with glioma, Direct evidenc* of the rate of VEGF as a tumor 
anpogtnsisls factor in ¥&» has baen. obtained from s&Mtes in wtiseh VEGF expression or 
VEOF activity w*s inh&iiad. This was achieved wit* antibodies which Inhibit VEOF scltvty, 
yifi dominant-negative VEOFR-2 mutants #tfeh inhibited signal feansdudfon, or with tia 
use of antlsen$e*VEGF RMA taehNquasu AH approaches led to a raduation In the growth of 
glioma cell fries or osher tumor cell lines to vim m a result of inhibited tumor angiDigensais. 

Arsgiogaoesfe Is tag-ardad as an absolute prarequi^ta for these %mm which grow 
beyond a maximum diameter of sboul 1-2 mm; mp to ihm l\m\\,. oxygen and nutrients nmy b® 
supplied to tin tunw cells by diffusion. Every lumm, ragardle&s of Its origin and lis causa. Is 
thus dependent ar*gls§anasis for its growth; after it: has reached a. certain mm. 

Three prfneipat mechanfems play an important part in the adMy of anpdgan&sss 
Inhibitors against tumors: 1) inhibition of &e growth of vessels* especially caplanes. Into 
avascular rasing taws, with the resuM thai thera is no net turner growth owing to tha 
balance that is achieved between apoptosis ami protlwatton; 2} Prevention of the migration 
qI tumor eeiis owing to the abaanoa &f bfeod: few to a^d from tumors; ami 3) inhibiien of 
en<Mhetia3 cell proiieratloa, thus avoiding the paracjine growth^lmulaini effect axer&d on 
Iba syrrouadlng tl«aya by the endolhs^l caRa wraeh nonnaly Ina the ^ssals. 
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AcGn&g svfefenee suggests thai VEGF iahfetfers m& evar* mom gffieacsous 
m&d in opnrtbirsaion with other ^emel^rspByllc ag«n£s v Thsr« are both sy-RS?gistfc mid 
&<M8m advantages, kmtft for aSfisasf an-cl aalety, Therapmstfe efeete of esm$r>»tl©n$ of 
«Mm«twap#nte agen^ vm VSGF Inhibitors can result in: lower safe dosages mngss of 
saeh eomponent In the combination. 

The invention ns^i&s. to a metiod <sf prevaMjmi or treating ptJliSsra&lve diseases or 
diseases thM am associated with or triggered by parslstet angiogenesEs in a mammal 
particularly a human, vuih a combination of pharmace&gffcai agsesnts wfcieft •eempris&& 

|a) a VEGF mNh&Of; snd 

|b) one more d^emolherap^uilc agents. 

The invention; totter relates pharmassuicsl compositors comprising; 
fa) a VEGF inhibitor; 

(b) am or wmm chamothgrapeustto sgsrats; m$ 
{«) a piwmaoauloaily acceptable carrier. 

Tt*e pmseot ifsventkm fwthsr relates to a rarranercisl parage or product OdmpHWr^t 
&h a jtoarmacmitol formulation of a VEGF inhibitor; and 

ib) 3 pharmaceutist fomMiatta of a ehsinothsrspis&tk agenl for sirnufsmimjss., 
cortairrsnt, separate m m^umm vm. 

The term "cnamolharsipeuSe agents" is a hros<! covering mmy 
snemothirapeulkj agmU having different mechanisms of aei»n, Combinatoss of 8om# of 
tbats vvih VESF inNbtas can result in IraprowesmenJs In easier tftarapy. Genera&y, 
chmm$h@mpm\\& agents am cfess-lfed according to the mechanise of action. Mmy of tho 
available a§ar?te are anfrmetasoltes. of ctevelspnsaift pathways of vaneus toons, or react 
with tsa ONA of the iutrnt ceis. Them se«s alto agents vMch kMM mz$rm$, sodh as 
tepoisQmgms© l and topoisomemse 8, or whtt am a^taloile agents. 

The term *eh^Q§wapeut;ie a§e«f inelifcdes, feuf; is not limited: tot 
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L aft mttmlsm iMMor, 

11 m -miimkQQm, m m&m<k<aQm (aspsdaiiy kt His esse of prostate eanc&r) 
of s gonado^Bln agonist 

a lopoiscmerase | inhibitor or a ispoi^morase II inh&ifor; 

iv, a micfo^ybyte a&lva agent, an slk^isfeg ag®rsl s ®r ar#-naap!astsc anf- 
meta&oBia or s pfa&rs eorrspoaRd;; 

v, a fiompoynd t8rg^tif>g/deer#asifsg a proteb w lipid klnas© activity pr & protein 
or lipid phosphatase aelviy, a further ajsti-sngiogfsnlc compound or a 
expound which Induces ce8 d^arentlatiof? prosassss; 

vi, a ibradyksnir? 1 racspSor or aft angiotensin If anfeponlsl; 

v§, a ^Gltmsiypnas* inhibitor, a hlsphosptasaie,. a heparans^ &hi>ite 

{prevents heparan sulphate degmdafers),. Fi-Sa; a biological response 
modifier, preferably a lymphokloe or interferons, e,g, interferon y s an 
isblquiination InNbilsr or an inhibitor which blocks an$*apoptotfc patitways; 

viiiL sin inhibitor of Ras oftcogehis bofwrns or a femeayl transferase tahlbitor; 

to* & Mmmam inhibitor, e.g., teiaro&&taf n; 

x. a protease Inhibit, a maW* metslloproleimiise inhibitor, a methionine 
amim>p«p&Saae Inhibitor. ®.g,, bengamide or a derivative thereof; w a 
proteasome irtsibi&sr, e.g„ P$»341 Itatomib/ Yslssde}; 

d, agates y«ad In the treatment of h&ftafclogic ms^gFiand&s or FMSH&e 
tyrosine kinase InWbiofs; 

m m HSP90 inhibitors; 

xE Nstone dsasetytase (HDAC) inhibitory 

ssiv, mTOR. inhibitors: 

xv, somatostatin jeoeptor aRlagonjsts; 

xvi integrin antagonists; 

svf. antHeukemfc e&rapounds; 

mil tumor salt damaging approaches, such as ksnMng radiation; 
xlx, SD© binders; 

xx, anthranie acid amide class of kinase inhibitors; 

ml rJsQPucteoW9 reductase inhibitors; 

30dL S-adanosylmathionlns decarboxylase inhihRars; 

xxiii, antibodies against VE<3F or VEGFR; 

xmv, phal&dynarrtie therapy; 

3WW-, arsgiostaiic steroids; 
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xmt itnplmts containing m^osUmMm 
xxm ATI recapier antapiilsts; and 
xxvi, ACE inhibitors. 

The term "wtmatme inhibitor", as used twe^n, rentes to a compound; wNch iin&sfefe 
the sslrogan production, i,e.. s the conversion of the substrates androsfenedione and 
iastastamoe to astrcwia and aatradM, rmp&$mty, Th» Modes, by* is siot libeled t«, 
steroids, aspacsaiy atemsslane, exemeslane and fofmesfcme: and, partaJ&r, non- 
steads, ©specially aminog&utethirakie,. reglelnimide, pigjTktogMeWmide, triloetane, 
Isstolactona,, k«totowsls» vorssseie, fadroaote, aaasifOTofa ami tetrasste, Exemestane is 
marketed aa AROMAS84; formestana as LSNTARON; fadrosKsje as AFEMA; an&stn^ote as 
ARIMIDEX; letmzole as FEMARA or FEMAR; a^d amin^luislhlm;iGta as OR^METEN, A 
mmblmBm^ of fta fow&nStxt comprising a dsea^empe^fe agent whsct* is an aromatasa 
Inhibitor psrtteularly useful for the treatment of hormone reoepter poaRfrs Ssumors^ 
breast tumors 

The term "a^esfrogtrt", as used bm&fc reteles to a compound which antagonisms 
Kha effect of estrogens at the as&egan roeeplor level. Thai fesm? Includes, but i$ not limited 
1o„ tam&tl&a futvesfrajii, raloxifene and raloxifene h^dfo^le^de. Tamoxifen can be 
administered m fse ?©pm as it is marked, NOLVADEX; and raloxifene h^rochlofide a* 
EV18TA, Fylwealrant can fee formulated m disclosed irt m& Patent No, 4J58,S18 and lis 
marketed as f ASLODEX. a combination of the invasion eomprtemp a efmimsttw&paik; 
agent v^hlch Is an anti~astr©gar$ is partolarty use&d for Hie treatment of estoge« receptor 
positive tarncK^:, e.g., breast tumors. 

The term "an^ntfragerf , as used herein, rentes to any sy&stenee which Is capable 
of Inhsb&ng the biological sffesls of androgenic irsormonas and include®, but i® not limited to, 
ycaluiamlde (CASODEXK wfttert can be formulated, e.g., as dlssfosad in U.S. Rstent 

no, 

The term *9snaderelfo agortsf , as used herein, Eneiitdea, but Is not limited to, 
abarafix, §oaa?a^ and psamln aeefete. (agserelm is disclosed m U,S, Patent 
Ms, 4 S 100,274 and Is marketed a® ZQLADSX, Atereis can be formulated, a .g,,, as disclosed 
in U,S» Patent Mo. 8,043,901, 
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The term "tspmsom^r ase I Wilsiof", as i&sd htmm, snctes, bvt m ml drafted to, 
fepoteean, iftRo$&ean, glmgtaoan, c^ptetiscSR a?>d lis analogy^ i^afocamptolheprs and 

kmmmm mn h© adrwntstemd, e.g., in tie form as it nwksted, e.g., omler the t*ad«*Raffc 
CAMFTOSAH. Topsteean can fee MmWsterad, ©,g, r in &@ fown as. ft Is marked, e,gu s 
under |h@ lT»damark HYCA&FTIM 

The lemi "lopojssm^rase ft Wisbto", s§y&ed: herein, &tp|y«is«, tmt Is nol Swifted 18, 
fee anthrafiydlnes, such at daxarufeipn, incltxHng liposomal fofmulsfon, e.g., CAELYX 5 
eteunoFuyeb, epimhteln, ktefeitiin and nemoatblc^ri; the anltvaqusrxmes mitoxarftrang and 
losoaantmn®; a«d ihe pod8pNllotox?raes atoposW® and tenlposkle. Efeposkte is marketed 
m O v OPQPHOS; ^Ripos^e as V'M 2&a£&ST0Lj doxoruhitir? m ADRPLASTIN or 
AOR&AMYCI&? epimbidn as FARMGRUBJQN.; idanfblein as ZAVEOOS; and mMmnirwm 
M NOVAISTTRON. 

The term *microlu&ut© active agent* relates microtubule s^bl^ng, mlcmkibuile 
AsstebiBadiH) agents and micmtufclta pdyss^adsatkm *nNbitc*s mcludmg, bat rtot Mted to, 
taxana-s, padstexe:] and dosetas:^ vimss aSkateida, e.g., vinblasitw, ^spacialiy 
vlnbtete syfate, vlncris^ne, ^peda% vsncrisy?^ syfate and vinoreiblrs®; d1sc»defmolid^sj 
ealchlcines; and «8Ks^tones and deriv»tlv«s thereof, e.g., spothiJcn© B or P or a derivative 
#i®mQi Paeiaxei may be administered, TAXOtj doeetoai as TAXOTERE; vi^blaslna 
sulfate as VlNBLASTiN RP.; and Vin^stisr® suffer m FARMISTIN, Disdodermi^rcte can b© 
obtained, a.g,. : ^ oyoted m U.S. Paieni No. S,&tO,09& Also included am Epaihottm 
derivatives which am d&ctesect ft\ U.S. Patent No. 6/194,181 , WO M/10121, WO 9tf2S9S!fl, 
WO BfiYlMMft, WO 9&M3653. WO 98/22461 and WO M31 247, Especial preferred m 
IpoMf&s A aftd/or 8, 

The terra *a!ky»sg ageof , as used fcsrssn, include bul is notified to, 
oydtsphasphamlda, f c^laniM©, malphsfen,. aSrasoarsa (BCMU or Gfedel), iamustine and 
iamraaiomids. Cydopho^p^a^ld© $m be administered, in the tens as a is marketed, 
«>S«, water the trademark CYCiOSUN; ifssfemirfe as HOLOXA^r and tamo^elomide as 
TEMQ:DAL.. 

The twm "m&mo&ss®® snS-ffietabo^ includes, but Is- not Imifad to, S4tenxsraci:! 
{ &-FU)j capscitabhe; gerotsten^ ONA ds-methyiating agsnts, mxh as ^^acytidiris md 
dedlablne; meHiotrfsxals; &j®fcw&»i am folks &M antagonist such as pemetrgKtd 



CapeaNwe cart fee administered, m, t m the form as K ia marketed, «<g. s under the 
trsdama** XELQDA; strrf gemc&ebifte m OEMZAR. Mm intiudM i$ m mm^omi 

, e,^ In the farm as it is sisark®l®4 fcg* 



but is rsot taM m,. 

be administered, in 
as ELOXA11N. 




Ths tern 1 

kinase inhibitors or lipid kroae inN&tes, 

I) eompowds targets, decrease ar isfsMtog to activity of tig pbtafeMarirad 



PDGf receptee e.g.. a 
SUKM f SU6068 andGFS-111; 

S) compounds targeting, dgeneasing or inhibiting the activity of the 
growth ?a&ar*recepiQr$ (FOFH); 



decreasing or inNbiSng the activity of the tneuiMe 
I receptor (IGF-ir^ a^etitaiycoffljxiufids mm mm the m- 
m, such as these ecrnptMnds disclosed en WO 02/092599,. In pttttetil«rinnfr& 
(3-terayiaxwhe^^ 

benzyfoj^h§nyl)-?H«j^^ 



iv) compounds targeting, etecreasi^ or inhibiting the adMiy oF ate Ttk receptor 
tyrosine kisias© fare%; 



v) impounds taking, dressing a- inNbitsng the mimy of the &d mceptor 



vi) compounds taking, decreasing or InhMsng th& acidly »f the RET meeptor 
tyrosine kinase; 
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vB) compounds tasgstteg, decreasing or fenhliiSiig &e aq§*% of fee o4d£ receptor 
tyrosine kioa&es, espedsBy corapoyrsds ^fWdi iWNisi the o-KK reeeptor, e.g,. 

vi) oofip^i^s ta?pir^ :i deeF@3$£Rg or trWblting the- esSvity of members of the 
c-Abl f&mty and tieir pme-toion pmdysts,, e,&.. Ber-A&l kinase,. $uoh as 
@§pe$4a% f compounds which Mbit the activity el e-Abl ferniiy members ami 
their g&m timim products, e.g„ a ^-p^iT^S-pyrimsdln^-smine derivative, e.g.,, 
im«b< PO18097C AGtST, NSC 88041 Dor PD173855 1mm PadcaD*v& 

m) compounds safgetsrag , dressing or inNfeglng the activity of mamfeens effia 
.protein kinase C |PKC) and famly of s§rin«SiTaonina kinases, roornbsns of 
She MEK, SRC, JAK, FAK, PDK and RatflMAPK famsiy m@ffib«r§-, or P$ kinase 
(P13K) family, or of fee PiS-ki^ase^aisd kinase famlty, and/or members of the 
(^ivdepeftdeni kinase family (Cm,) and are e$paeia% those staurospewse 
demafiv@s dssdssad fert 0,3, Paten! No, 5,083,330, e,§..» msdostaunn; essences 
of further compoisridsi Ifidyde, a,g, s UCN-01-; safegol; SAY BfyosMta 
1; Persfaeine; ilmefeelne; RD 318220 and RG 320432; 00 69$$ 1$& 3821; 
LY33a531A.Y37$lS6; isoshlnol^e connpouada, such as tee disclosed m WO 
0a.'0S49S; His; PD1843S2 Of QAN69? (a PBK inhibitor); 

x) compounds targeting, decreasing or Inhibiting the activity of protein tyrosine 
klmm inhibitors include featinih mesylate fOLEEVIC/GUVEC) er » tyjAoMfeu 
A tyrphosiln & preferably a low molecular weight (f& <1 §00) compound or a 
pharmaceutical! y acceptable sal flweof, ©specially a compound selected from 
the b«rayJldenem^ks«striie class or fe-e S^i&erizanemalonildl© or bleufestraie 
«pfn©llne class of compounds, mora gspadally any compound sotectod fmm 
the group comlsiina ofTj^phosSn A23/RG-50810, AG §9 S Tyrpho^N AG 213,, 
Tyrphfisin AG 1748, Tyrpnossln AG 490, Tyrphosin P44, Tyrptiostln B44 (*} 
mm$®m6t, Tyrphotfo AG 355, AG 494, Tyrpbostln AG 558 and AG9S? and 
adaphosin ^p.SHdfeydmxypheny^ethylJamino^berszoic add adamaoty! 
ester, NSC 68841$); and 

s!| eompoy nd§ fasgettng, decreasing or Inhibiting the activity of the epidermal 
growth faelor family of receptor t^oslne Kinases {EGF R ErbS2, irbS3, EffeB4 
as homo- or h^^d^riefs), such as OMfpisynds ^hkih largei dswess* c^f 
bhiibct th« «otiv% of Hie epidermal gro»1h lictcr reespte family are espesialiy 
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eorrspcsinsfg, pmlelRs or anibodlss wKch mhibf mmib&m of th# EGF receptor 
tyrosine kinase fsrri>\ e.g.. €GF teeep&sr, BebBZ, ErbS3 and Erb84 or bind to 
lE&F or E0F-mlafeS Iganda, arid am to particular ttes© eoenpeiHids,, proteins or 
antibodies genetically arsd speeifes^ dtess&d In WO wm2M§ r . the 
expound ef Example 3§. m m EP S SS4 WO t®0$85«« EF 0820722, BP 
0 See 228, EF 0 ?i? 722. d S3? 003, UL& Patent No. S,74? f 4S8 f WO 

WO mimU, WO S7M§SS8 f WO 9^38983 and, especially, wo 
$m&U? t a,g„ oompmiml feaswn as CP 358774. WO 96*33880, e.g.., 
compCH^tf ZD 183®;; arsd WO§SMB3 s e«mpOUftd ZM10S180, e,g. t 
traatyzurnai? (Her^iN®)* oeMm&b, gettaab finesse}, ertoSMb (Tareeva^J,. 
OM033, QW-miB, £1.1, E2.4, £2,5, E6.2, EB.4, E2.11, E&3 or 

E?J J f ami ?^pyrrokv|2 J-a]^ftaidi?>e derivatives wNch am d&sfesed in WO 
3641. 

% the farm *anti&ody M Is masMfor exasnpto intact tmmckmsl m$bct4m% f>d$«fona( 
antibodies, ntMSti-sp^slfic antibodkss toatned from -at .least 2 intoct a&ibodias, artd antibody 
fragmasnts so long as they exhibH the dasired btotogicai adMly, 

Compounds which lar^at^ssfeasa toe of a protein or \ipM phosphatase are, 
•#% inhibitors of phosphatase 1 » phosphatase 2A, FT EN or COC2S, e.g . , ok&dafe wM or a 
■d&rlva$ve toenaof, 

Further anH^ngic^eofe compounds include -compounds having ansafhef rn®ctolsm 
tw mk activity, unrelated to pro^n or lipid kinase Inhibitory jhtitfonwte 
(7HALOMIO) and TNP-47Q. 

Compounds which Imfuce can difleraftttotksn processes are e.g. rstfnc4& add, 
y^. or Meeapharoii or o~yy~ or Moeotrienol. 

The term "cydooaygenase taMbitof* a$ used h«rain irsdudes, but is noi limited to, 
&#» CP*2 innibp;er§. : S*alkyl sybsitotod 2^i7tgminophe?v^aie«tiic a«M and derivatives, such 
m eetoado (GELEBREKK ^ofecoxib (VIOXX), eton^xib t va&ecatgo (B£XTRA} or a f^|k^ 
2-aryiamin>ephefiyjaeetic add, e#, S^^h^^^bfo^-flsioroanirsno^h^^ aceic add 
(lymiraeoxlb, PREXSGE). 

The ferns "hs$phosphon«te", as ysed herein* includes, Isut is nol trailed to, etriidorlc, 
daidmrsie, lilurfronfe, pamidrorsfc, aPendrcail^ ibsndFoofc. Tisedrsrilc as>d ao^edronls add, 
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BM4om acid can Ism ztfmMsi&mis 'm fm tor* as i m ma&erfed, e,$,> 
ckxteow. add as SONEFOS:; lludraflte add m SKEUO; jpamldronls acisJ as AREOLA; 
alarKtonte arid m ibandfonis add as BQNDRANAT; rt&sdmftie acid a$ 

ACTGfCL; and zoladwds add as 2©META> 

T&@ term "hspannsse InNbitcT, as ys@d herein refers to -compounds which target 
dosftase er inrftii heparin sulphate degradation. The term indusfes, hm m ml tasted to. 

The lestrs "biological response modifier*, as used herein* refers t© a tymphoklde or 
W«few, e.g., interferon 7. 

Ths term *i*shibiksr of Ras orscogsmc isoforrsis", e,g=. s H-ftas, K-Rss or N-Ras, as 
used herein* refers to cempourKls which tergal, «feoraa$e 0? mhibll the oncogenic actlvify of 
Raa s e,g. s a fafnesyl transferase Inhibitors (Ft\&% e,g., b7<W632, DK8GS57 or R1 1|>?17 

Tha term "ielomemse inhibite", m um4 herein* refers to compounds whlcfit target 
-decrease or inhibit tine asttvily of telomerase. Compounds which target, deer-ease or Inhibit 
'the aeflvfty ef felemarase are ^specialty crapous^ds which idhibit the tetomerase receptor, 

The term ^ethbnln® ammopeplldase inNblor", m used herein, refers to 
cornpoynds ssfnich target, decrease or snhfeE ths activity of methloreirse airranopep&i&se. 
Compounds which target, decrease or inhibit fha aelh% of me£*ionine amiinopepMase are s 
•#* bengamide or a derivative thereof. 

The term "proteasome inMbator", as used herein refers fe O3m;ooifiid© whioh target,, 
decrease or inhibit the asth% of fie pcGtessorns- Compounds wtileh ferget decrease or 
tehM the activity of the pmleesome iriebde, F$~341 amd MtN 341 , 

The term *mairix mafafeprotatese Mm®? or N MMP Inhibit a® used herein, 
includes, but h not. limited to, soiiagssni pgpia©mirri«& and rton-peptldamimelio inhibitors; 
talmoycJne dehvsiives, e.g., bydmxamafe papidamsmais inhibitor batimastal; aad lis orally- 
hksavaitsbte analogue manmastat CBS*2S18| 5 prinomsgfel (AC333<®K meMsiat (NSC 

6835513 BMs»27^2si, my 12»9§66, taa^h, mmm&PMm, 
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The term "agents «s«Hd In the kmMmi df harR^lslogfc maiigpapdft^» as used 
iwmm, includes, but is not limits to, FMSMika tyroaina ksnasa itoMNIo^, «,g Ci eompaundt- 
targeting, depressing or InNbitag the acivity of bterfenons; cyteslfta arabinosids (Ara» 
CK blsdfarr; and ALK inhibitors, lm. mrnpotavds which target dasreasa er«speeiat*y Inhibt 
anapJasic lymphoma kinase (ALK), 

Tte term TMS-Sika tjroslim fclnaae la&fetos.* as used hereto, includes, byi is mi 
iimtM to, cosiipe&jfrafs whteh target, dmzmm m tohfclt the activity ss! FMS-lte ^fotint 
ksR&sa receptors such as aapeaisBy compounds, pnateins oraat&ocRes which inhibit Ftt-3, 
a,g.,, PKC41t r midastaunrs, a sta^msporins <lenvaf^ ( SU1124B and 

Th® 1mm *HSP§0 irshabiaors 1 *, as used herein irscfcjdas s bui is not limited le« 
dompowsds targeting, deoaa^pg or inhibiting the Jntrinsfc ATPaso activity of 
degrading, taring, deceasing or inhibiting HSF9Q dtent protons via m tMquMn 
pmtemtme pathway. Compounds targeting, decreasing or Inhibiing: the intdnste ATPase 
acSvity of HSP90 am especially sompaunsfe, protein or antiboriiea which \nhM the ATPasa 
8«$v%ef e.g., 17'a%1aminoJT-demMhaxy9@ltoampin (17-MO), 8 

g^ldsrvsmyasrs darivativa; sstfw geito^mydm^tetad -compound*; mdideol and NDAC 
inhibitors.. 

The term "Wstoae s&asetyfasa inhibitors* or "HDAC initiiri&ora* relates to compound 
wfcteh iarget dgseiaasa ar especially Inhibit the activity of his&sne d^oatylase (HDACK such 
a* sodium butyrate and Si*befoy3artilfc$e Iti^cErcoEam^ add {SANA}, Specie HOAC snNiNlon 
Made U&Z7&, SAKA, FK228 £taa% FR9G1228), Ttfdhoafefin A aod asropau^a 
(Mosed ihUJ, Patel No. UMBjMfc in particular, ^ydf0^3^4.[||a^i-me%^f«-Md« 
3i4)-&thyj}~amino|m^^ or a p^armaoeyiea% acceptable salt 

theraaf and W^oxy-HM^ydfexye8^l^-< IWn<lol4^i^|^lno3TOiiyl]ph.eiw!]" 
2E"2~p?opa«arriide ) or ss piwir^cealiaaiiy aseeprapie salt th«re©f . espedagy the delate salt 

The term "mTOR inhibitors* ra&tes to (xsmpmands vfrkh t&rgat, decrease or tohlM 
the adh€y#ymlion -of the mrlmfmrmmm mTOR Mmnm family and are especially 
©expounds,, proteins or antibodies which inhibit members of the mTOR kinase family, e.g., 
Ca*7?S,. AB7WS, $Af$843. rapsmpin mi ti&mfiwsfBM^s tmwt$> AP23S73 and 
AP23B41 torn ,Aftad s awolimus (CERHCAN, RAO^IJ and sirolmys (RAPAMyNEI.. 

"Somalssitalrj receptor aniagorissts^^ as u^d Nspe^, refers aganis vvniieh target 
treat w jnhiijil tho s^maio^n meeptor, sush as ostreof* ami 
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The term "intagrm anlagaolste*, as cased hsarstou Incites, but Is ml limited to, a,g, 
st*P mVm®*^ and avp6 antagonists, 

Tytnof eel! damagbg approaches* refe to approves, suets as ion&tig radsatot. 
Tit® tern Ionian^ radiation* referred to above and harstoafter, meant lonfeing mdsaian that 
wow® as ©ilber electrcroagnette ssvs, sudi as X-rays and gamma rays; or parfidaa, Mssrs as 
alpha and beta parHcis& torieng mMkmte provided m, but not limited to, Nation 
therapy and is known m the art See Heliraan, Cancer* 4* Ed&on, Vol 1, Qgwta et at« Eds., 
pp. 248-275 (1^3). 

The tern's "a&ti-ieukamic compouftsfe* iadudm. eg,, Ara-O., a pyridine analog,; 
wtsieh Is the 2-a4%fdfmf rtoosa (ambimside) dadvaSva of dsoxycyiidim Also inckKietf is 
the psirint analog of hypaxsrtf slrisi, o^weaptopudne and ftudarabine phosphites. 

The fern *EOS binders" as us@d herein relets to a class of iimmunosuppreissanis thai 
modulates Ipapnoeyti radroilaiioa such as FTY72& 

The lerra s dbcmudsGtMa reductase Inhibitors? refers to pyramiding or pysins 
msMmki® analogs Including:, but not Irnled to, ffciedarabirte m&m $»thtoguanlna; Sk 
FUt pjadnbtoa; i-marc^ptopurtoa, especiaiy in combination with Ara-C agains! AIL; m&far 
psentostain, Ribonucleotide reductase Inhibitors are especially hyctoywea. or ^hydTOy* 
tW4«3k8Jol»*1 ,2kSksne derivative, ttseh asPL-l Pl»2 t PL-3, Pi-4, PL*®, PL~7 or 
PL* See Nartoy at. at, Aefs Grs©s&$da, Vol 33, Ho. 8, pp. 9§3»0G1 {19§4|, 

The term H S*ad«oa§y1methtoraina decarboxylase inhibitors*', 3® usad herein, Mudes s 
but is mi toiled to, the compounds disclose In U,S, Fatent No, 5,48 

Antibodies against VEQF or VEGFR are especlaliy a^&oodiss, In partatar 
rBorsactorsal anybodies, which Inhibit the activity of VB3F andtor VEOFR §pd includes* but Is 
notfrntedto, bevadzumab (AVASTSN), HuMV833, IMC-1C11 and jrabizumak phuFab), 

Thotodynamic dwapy", as used herein, refers to a iwapy which uses certain 
eharatasls known a$ photosensor^ agents whtefc are activated by a laser, ©esrnptea of 
pfcetoSynamlc fserapy includes trsaimeril wits apsisis, audi as, e,g fS vartopoffin 
(tt&UDYNE. SPO-MA} and porfimer sodium. 
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"Angksslai© slerotds*,.. m um& ftereifn refers to agents wfcich block or inhibit 
engk^^ssts, suefe as, a,g n anaooJtsvs* irlarBd^ten&> hydrocortisone, 1 
eplhydrosotisol, s&mmtom, 17«-hydfQKypfsgs&s;terwe s ecsrt3sest©rena. : 
de&oxycoa1kv&s?i&mrie t testosteofe, estrone and d^xsstierhascine. 

implants sentainlng esrtico&isroids refers to agents, s«ch as, e,g.« 8uoclnek>iife erd 

ATI receptor a&feapriisi$ Include agents, m«$h as valsaitan {DIOVAN). 

ACE inhibitors mcWe benazepril (dtSACEN), en&zepnl {LOTENSIN}, caplophl, 
enaJspri, fosbopdl, llslnopr8, moaxip*!, quinapril, ranslpdi, penftdoprii arsd trandolapri 

Qtiwr shmi&tmmpmiiis agents Include, but are not Jimiled to, plant alkaloids, 
hormonal agents and anlagows&s biologies response modifiers, preffenaSjIy ly?3ipf?Qkiffigs or 
Interferons, antis#ns« oiigonucl&oides or tilgmmlmM® 4mmUmw. or mho^mmm 
a§prts or agents with olhef or gnfcnows mscha&iam of aetfcm, 

Compfked zm ffli&Mm the sormsps&ridlng stor^ls^rr^rs, as vva$ as the 
cofT@s;pmdJng crystal moderations, ©<-g>, solvates and polymorphs,, of the aotiv© Ingmdients 
of tse combhiatois disclosed herein,, Th« osnpeumis used as active ingredients In tha 
caarafcinafiam 4m\tmd $wmn cm b& prepared and administered as described m the ciW 
^oouwwtts, mspeetivety. 

The sectors of th© aclivo agents kJemifsed by ood§ r&mbws, generic or trade 
names tmy fee takers from the actuat edition of the standard compendium "The Msrek Index* 
csffmmdatefegiS.es, e.g., Patents international, e.g., IMS World Publications, ecJfca 
poblieMtens mooned above and fceJow. Jim corresponding content thereof Is fee^by 
if?£s&rpof»t«(d fey rafemnce. 

It wii be understood that references §o the composm®* (&} end (b) are meant to also 
delude fhe phamuioaiutelly acceptable salts of any of %m wMm substances. If active 
subslarjoes comprised by components {&} andtot £b) have, for example at feast o«s baste 
center, khsy can team acid action salts. CorrespondJnji add addition salts e&n giso be 
temsd havtrsg, if dessred, an addftionaily present baste canter. Active suPstasiss hawing an 
acid grwp, e.g., COOH, can tern salts with bases. Tfm active substances comprised m 
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$smf*®!*ente (a) my&o? ib) m a phamsaeasjtieally nampmM^ salts thereof msy a!$s> be m&$ 
m fwm of a Hydrate or bdo^e ot*ef solvers used for erysl^totion. 

The VEG F Inhibitor Csmnoairoiis 

VEGF i^ihtotors am mpmml^ mmpmM^ t proteins or antibwMm wtiloh itMm at 
ieasf ene VEGF receptor tyrosine kinase. 

VEGF inhibitors for use in^ie pres#nUnv$niioR Include those of : fomniln (l| 



%i$ef@m far fomulB 0) the variables are: 
n is tOfB 1 up to and induing 6; 
W is 0 or S; 

;Rt arid Ha represent independently of e#en oiw hydrogen, iiowsr glkyl or low©? aoyi; 
r# pro&gnSs an cydksatkyl group, m paup t er a mono- or oioyiellc heieroofyl group 
comprising one or more ring rtitrogen atoms and O s 1 or 2 r^toroatofris 
irjdejpwKferttly from e&sh attm seleasd ^om the ^eoyp eonsi^lng of o^eji and 
sulisr, whioh gmups in each cass aim yn^ybstituled or mono- or polputjsltuled: 
:R and R' Nidepemlenily of each otftm hydrogen or lower alfcyii; and 
X represents m aryl pmsp, or m mono- or bjcycilo hsterosryi group mmpmm§ one or 
moro ring n&ogen Moms and i\ 1 or 2 hmwmiom& independent imm each other 
selected from the group sonsisting of oxyge« and solfyr, vshioh groups In taoh oase 
are ansubs^yted or mono- or pe^y-siisbslftuted; 
or of s N-wMe or si possible to:yton>er thereof; 
or of a pharmaogyticaliy aeooptat% sa& 

The general terms used fw&n&efore and h@r@inafle? preferably have witto Ihe 
oantex} of Ms dfedosum for formula the Wowing meanings unless of h$rwii& indieeted: 
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The pmfm. "tesmf derates m radical; hawing to sml indu^g a maxsm^fsi of 7, 
©spsciaJly up !o md including a ms6kmm<aS4 earboo storms, the radicals lo question faairsg 
■either linear or branched -with single e? rmiffiple bmncWng,, 

Whet e §1© plural fsrra & used for esmpoyntfe, salts, and the like, INs h tekm to 
m®m also a sfrsp cerRj»uad t m% or She like* 

&ffy asymmalsrio carbon afcMRs, in otwspounds of formate wherein R or R" is 
fewer Blkyl tmy im present m im (Rh (Sh «r {RSHaorr^iimiio^ preferably- in #m (Hy at 
(SjhcOTfifymto, Urn compound* may fsus be present as mtMm of isoniars or m pyre 
.isomers,, preferably m enantlamesvpum dsaste^mem. 

The Invention relates also to possible tauiomers or the compounds of f«u!s {\% 

X is preferably pyrtdyl or phenyl., most preferred it is 3- or 4-pyrldyL 

In a preferred embodiment of the inwnlw, X is substituted by lower atay, 

In further a very preferred embodiment of the Invasion, X has the sabstruofee X s 



w&ereaa Rx i» hydrogen or kwer a%l 

Hi H preferably phenyl which is mom- or disubsiMed by lower alkyi, lower aikynyl, 
hakigsa preferably fluoro* and tftluofwelhyi; or cydealkyl, preferably sydohisjcyl 
SisbsllMsd by teww alkyi preferably tetf>butyt 

Ra I® preferably riydrogefj. W Is preferably O, Trse Integer n Is preferably 1 or 2, very 
preferably 1, 

Lowor afey! Is preferably afkyl with from and imlw^ng 1 up 5© audi including ?,. 
preferably from; and including 1 to and irsdudim? §, ami is Snesar or fcrw&died; preferably, 
fewer a*yt is pefttyi w&H $$ n-pmfy% bytyi sucfi as ^buiyi sai^butyl, l®e&u?yl le^bulyi 
propyl, s«h as frpropyj or Isopropyi *psthyl or nseitji Preferably tower aikyl & methyl, propyl 
er fert-butyi 
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loam acyl to preferably fatmyi or acetyl 

*&ryf Is an arorrseis radical which is bound to the mstecsute via a bond fo$a&ad at an 
gmmatio nn§ carbon ataa of the radical, in a pretared embodiment, aryl is an aromatic 
radical having 0-14 safari atoms, ©sp£Ka% p^Ryl, napNhjrf, letrahydranaphthyl, fluorenyi 
or phananthT^yl, and m mmbmMmd or sufestteteo 1 by ana or more, prefamfcfy up to Ihrea, 
espectsfly one orim ^ubmmnt$, especially saledad from amino, mono* w&mk&llMsti 
amlriQ t hatogan, iowar alkyi SiibstituSed aikyf , lower alkerayl, k»»ar &lkynyt tovaar alkanoyJ, 
hydroxy, aitoerifiad of esiedPad Jiydfos^ attro* cyeno, eairtay, eslerled cstisoxy alksnoyi 
benzoyl, carbamoyl, N*m$m* or Wdlsubaiituled carbamoyl, amldto, guamd^a, yreido, 
awcapie, m\f& t tower aikylthb, phenyl pbemsxy; phanyithkx phenyMowar aINylWo, 
aiifcyipb^nyiffcie, tawer alkyJstslffnyi, phasnyfsuifeyl psheflyMewef alky&ulfinyi 
alkylphanylaulfinyi km&r aikanasalionyl, phai?yis«tfo«syi .phanyRower alkyisulforsyl, 
al^hafiyte^onyl, hatogan-tower alkylmersapto, shal©ga*?Hovifaf alkytolfaayl, such as 
especially tdtacarnethaae sulfonyt. slihydrsxybofs f B(OH)a), hatemeyelyt and lawar 
a&yiane <tay bound at adjacan* Oates of #ia rfog, such m mmhy^&m oloxy. AryJ i$ mare 
pv&mbfy phenyl or tsapMiyi, which in g*toh case is «#*er ymabati&ted or independently 
subaiilated by ana or two eubstiSoenis eeteeted from the group comprising halogen, 
&spaeia% fEuorine, chlorine a? bromine; hydroxy; hydroxy, etharified by towar alkyl, e,g,, 
methyl or by halogen-lower alkyi bliuororrcothyl; lower alky! e„g,, meihyil or propyl; 
towar aikynyf, aucft as 1-prapynyl; attenled carbaxy, especially lower alkoxy earbanyt, e,§,, 
mathaxy eeifconyi, **f>ropaxy ear&any! or ;ise»pmpoxy caroonyl; Nwr^uoetilu&d 
&rtmmai#, in particular carbamoyl monosubsltuled by tower alkyf,. a.9,, rn®Shy! ( ff-propyi or 
ieo-propy!; «ubstltut«d alkyi, especially kswa? alkyJ, e.g., raethyf ar ethyl, soba*jfcisted by lower 
slkoxy carbonyl e.g., i«ethaxy c-srbosiyl or athaxy caffeortyr, and halogan-Jawe?' siyi maat 
praferably Jhlluofomeihyi 

Ar>'l In the form of phanyl whkt> ia substil^ted by lower atk$®ne dtoxy hmnd to two 
^ecaat C-atons, a^a$ mathylenediox)^ is prefefabiy S^melhykmsdia^phenyl. 

A eydoalk^ group is prefefably eydope«lyl„ cy^oha^ or oycloheptyt, and may ka 
unsuMlatad or s^bs§Suted by ana or mora, asf&cia% a^e ar tvss? s ^siayaals seiested 
from the group defined $totm m mbsWximm for aryl, raast pngtfora&ly by lower alkyl, aaeh 
methyt; lower alkoxy, s«Gh as me^osey or elfsosy; or hydroxy. 
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Su&stilu&d aSfeyl Is alkyf as last dsfi»4 ©specially tower alkyi pr#fe;rabfy methyl; 
where am or more, e&pedsly up to tim®, stufestltarte may Ise present primarily from the 
grmip esieeted from halogen, especially fteins t afflte, AMower aSkytamima, M f hte$Wmm 
aftytemino, AMowar Mkmaylsmm, hydroxy e^ano, eartoy;, Sewer gioxyca&aiiyl and 
phsnyHowsr ato^rbesri^ Trifiug^elhyl i» especially preferred. 

Memo- or dMisbsltuted amino Is- especially mwm substituted by -op® Missals 
selected bdep©f*de*i!%* of one another from tomr fdkyf, such as melhyt hydrwH^w afkyi 
such as 2»hy«ta<yefiiyii; phenyMdwar a&yi; lower alkamjyl, &yoh as acetyl;: benzoyl; 
subsSttu&ad benasyi wlweirt She phenyl radical Is especially substituted by am or mom, 
preferably on§ or two,, substlsjsersta selected tittmtfite®, m$m> hskigm, AMcwer $U$&mmQ, 
■NMtMAtsm? aikylamlno,. hydroxy; syano, sadxsKy, kume alkoxyearboiiyl, fcjwar afeftoyl and 
CMfcamc^i} arsd phsnyNowef alkoxysarfeyl, vvfierelrs the phenyl radical h unsubsiluted or 
Mpeetelly eubefeted by or$a or more, preferably one or tm> subsfeente selected frosm 
nifce, ami w, ih&lepn,. fi-\omt mv^mvm, N A &dM&mt alkytotiho, hydroxy, cpno, 
carto®^ lower atoxyoaf bonyi, lower alkanoyf and carbamoyl;: and Is preferably Wssver 
a&yiifl^rko, $mh as ^melhyiamsno, hydroxy-lower a&ylarRira*, -mch as 
^ydro^thyismin©,. pherv?t*lowet ^fcyfamine, such as banKylamlrsa W,ANS-tew»r 
alkylwilno,. ^pt»n^4cwer is^$-mmm a%lam&&* M WiMawsr 8ifcyiph«nylamfne s kmr 
afkanieylamSrm, sudb as acet^amino or a eubstMueni selected from the qmup eompHalng 
hmmyl®mlm and pMnyi4owsr alk^xysa^o^ylafhlR©, herein the phenyl radical in eash 
cas« is ynsubstfoited or especially substituted by nliro er amltm sr also by halogen, amino, 
Www alkylate, N>N-&-kMeT alkyianino :( hydroxy,: eyarso* oarbojcy, lower eifeoxyeairiborsyi 
lower alkanoy!, -carbamoyl or amlftaftar^yiamba, 

Halogen is especially fbariria, chfodrse< fcrsmiins, ©f iodine,, especially Hyertoe,. 
chlorine or btomlm* 

Ettwnlm hydroxy especially G s .^aikyiosiy; such m ^dseyioxy, kumr alkosy 
(preferred), msh as melltoxy, efsessy. isepfepyiexy or n-pentylaxy, pherjyl-lawef elkesy, smj* 
as benrylsxy\ or also pheny^sy, or a§ ars $f®rm®& m in addlbn to th© pr«vN>ys f nsup 

i ,1 ,2 J4etraluoroethoxy , 
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isieriM hydroxy is «sp«sa8y tows al^oaytey,. bwwB$a*$> lower 
aikDx^artoyto^ such m tm^m^mfhm^imf or ptaartyWowar aika^eafbartyitoxy, $yah 
as benzyloxyearbonyioxy, 

Sstadfied carboxy Is ©speciafly- lower alte^arbsnyi such as i^buimfCBfbmyl, 

pheny&xy^rbbpsii 

Ato&jyf Is primarily alkyJcs^onyl, aspeolsiy lower a&anoyl «,g„ acelyl, 

M;Ms!w- or #,^$ub«tinjfed carbamoyl is especially substiWed by on© or *m 
mbsikmrm independently soteisfes from Is^er alkyi phenyWower alkyi and hydft^-lswer 
alkyf, at She taTfeai nitrogen atom. 

Alkylphersythio is especially kww 9®s$#Wfitffok*. 

Alkytph^nylsulfenyt is @sp@sla$y tower al&ylphe^yJsuiforisyl. 

Alkylp^rtytsuiriyt is especially lower a^ylpheinylsulfinyL 

A m®m» or bicyefe heterearyi group apprising &m or more ring niroger* atoms and 
0, 1 or 2 beteroaloms tndspendanfiy from m&h otter adlestsd tram the group consisting of 
«s«ygen and s&iyr, Miieh groups in eaoh -case am wrtsubslgtu&d or moruo- w p^mWdMM 
mtm. to a h»tero«ydi« moiety that is unsaturated in She rf-reg binding the heteroaryl radical to 
the rest of the module In formula (I) and Is preferably a ring, where at least in the binding 
ffaQ> optiTOtBy aiso in any annealed ring, one or preferably 1*4., most ^referabiy 1 
or 2, egrbon stoma are repiaoed aach by a f3®t®roato<m ssiseted from the group oorsaistog of 
pttrogiga oxygen and mffltit; where tie binding ring jwsfsmbry has rwre preferably S-? 
ring atoms; and may be ynsubstituSa^ or sybsti&fted by one or more, especially one or tm r 
wtostifaimts selected from the group defined above as syhsiiiuants for aryi most preferably 
by lower alkyi sydi as msihyi; iiowgf alkoscy, such as methsxy or eihoxy; or hydmxy;: 
preferably the mow* or bsydle hatans^ryl group Is saiesfed turn 2r*.pyrroiyi pymjjyt, 
Imldasoiyt:, ben&imldazolyi pyragolyi iindagQlyi pyiinyi pyridyi pyrssfeyi pynmidirsyL 
pyridasioyl, 4^u&rio82fcs& isoquinoi^ quinolyl, phih^asnyl, oaphthyridir^yl, qyinoxalyi 
qyt^asqli^yj, <pjnnggnyt f pi®ridtoy3, indottyi 3iHMndo3yl :! inskilyi isdndatyi, oxa^ofyl 
isaxa»%t, fslasdyi, Isotiiiazoiyi, wazg^yl, Mrmoiyi fufasKsnyl and benKo^pyraaol. Mora 
preferably the mono- or bicydlc heteroaryl gn&jp Is s^tected from trie group amsistiog of 
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pyrrs%i bsramids2t%t, sodi m i4mt^ml&amfyi Indazsafyl mp®$Miy MM&myl pyridyi, 
especla% 2«, Z« Of 4-pyrk%l; i^qyln^lltiyl, espectslty 34sequlnolmy?; qimofcyt especially 

indciyi aspadMfy SMRdolyl, Steely! or Ijeriasef^pyfiaaot in one pretested 
embodiment sf fee ir*ventl©R She pyndyl radteal m mmUkm& by hydroxy In ortho pesiefl Is 
it® alfragafts ak>m and henc® mM§ at least pa?iglly in the f&m of the coiUBSporKjlng 
lactone* wtasdi is pyrld&ii~|fH)2^R^, 

Hsrerocycly! Is socially a fm Of s^fRemibersd heismcydis system with 1 or 2 
h&iaroiaioms seised torn in© group eom$fisir*g o&rogen, oxygen and sufur, which may be 
ynsatoafed or whdly or party saturated, and is uns^bstaied or substituted especially by 
Iww siikyi susti as maShyi; s radical sslaclad tmm 2-m^y!pynrri«dsn-4-yL axaza!-5-yl ; 
S^e^i-lj-dsaKQfen^'yl, f B~pyr&ml-4-yI and i»fl**%1~pyr^9l-3-yl m pm$<§m± 

Sails are eapedally pmrmmmM^/ mmpmbte safe of compounds of 
fcHrmyla (j), 

Sudi salts are formed, e,g,* as acid addition eats, preferably with orga«teor 
Inorganic acids* from compounds of formula (I) with a basic nitrogen atom, espadaiy the 
ph»m*ai^ta% accent© safe. Sullatsla irt®r$anfc adds are, e.g., halogen adds, such as 
hyritttthforfc add, sulfuric add or phosphoric add. Su^abte cyanic adds m, 
oarfeojQie* phosptwlc, sulfonic or sulfamic actfe, «,g„ aeeie acid, propionic add, odtemsic 

decanqlc acid, dodeeanaie add, gtysoRc acid, tac§e add, fymarie acid, suceMc add, 
adiplc add s pimelio acid ( suberic add, saaiaie acid, malic add, tartans acid or citric add; 
arftinc? adds, stich as gb^mlc asxl or asparic add; maisic acid; ^ydro^malsic said; 
m^hy\mBMc acid; cydottaxun^car^a-xylfe- acid? adamanianecarb^xylic add; benzoic acid; 
salicylic acid; 4-aminosalicyltc aeed; pnthaile acid; phenyiacetic acid; mandaii© asid; ci^rsamic 
add; matrtan©- or ethane^afenc acid; 2-hydm>{y©1;har3eayfcnic acid; ,2-H$sulfdn.i& 
mm; bsn^nas^lforilc add; 2~^aphtha|srsssy!fensfc ^dd; 1.,S-naphth^ane»dlsutoic add;:2*„ 
3- or 4-me|hylb«^®n«^||ow add; methjitsulfode acid; eJfc$*utote acid; dodaeyisylfydc 
acid ; rV^cfohexylsulfamte add; #*ne%k N*fo$*; or fapwpytetfflmfa acid or oitmr 
organic pretanle acids, such as ascorbic add. 

High preference Is given io a cempomnA aetecled fewn t>e grmsp cp^sistlng 
2*II4'PyrId¥i}rRstvylJsmlnD-#^|triu 
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and 

the pham3ao*u§ea% acceptable sail ifmt&ot 

¥w$wmom t high p^fafrnm is given to » compound selected from the group of 
commands- c^&iting of 

24f4-PyTMyl|TOt^ 
2#4-P>Tidyi}meth^ 

2 + K4^y?1dy^ 
M4»f^#3yt>mj^ 

pyrldinecajtOKanikte; 



pyr>dinecarljQ«arRide; and 



Hi« w®& preferred mi)p®m4 tmmtisi $) is ^•Jj^d^-SC ?W>^3-^|*Rett*jl|arrdrift« 
A^pllu^wi®tt!f^^i©r^3-^?n^B-cs^q^m^ era tfmmaB&$s®flfy mmptabi® salt 
thereof, 

VEGiF inhibitors of fcrcmte (t| «f«l Mr pfipaitato are d&cfoted In WO 01/S51 14, 
py&iisfffid 2> 2001 , s«l am fMsrswih IfleorporafM 

Other VEGF ^hiotofs sficiyde compounds of formula {II) 



"wherein for formula (li) the variables are: 
W is O c«r S; 
X is NRs? 

¥ Is C^HCHsk 

Rs and; R 1S am, sndspenctenHy, of #aeh oth&r hydrogen or low«r alkyi; and 

n Is m integer of f rom and snelyding 0 to «tkJ deluding 3; or 
Y m SO*; 
Ri s.s aryk 

Ra & a mono* or bieydis hsteroaryl group csmpnsir^ er*e or aw ong nltrogsn storm 
wi th the j»*«@pi&n thai R* cannot ropmsam 2-phtsalimidyl, and h am of Y * SO; 
cararot represent 2,1 ,3-b©n£0!hiadiS2Di-4->i; 

any of Rj, n* t Rs and; R fe independently of ths other, Is H or a sutsstftuem other than 
hydrogen; snd 

R? -and Rs, tndepandenUy of m&i othsr, am H or fewer alky§; 
or of are AkixkJe; 

of a p^rrnsoeytiea% ac&optabls asit thereof., 

The general tws m®t$ ftsmmh&iom m$ tmml®®$B? preferably 1 have, ■mthm ih« 
eont&sd offomrute (II) the faBowtng meaoirsgs, uisless otherwise indicated,. 
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The pells *lomf denolaa m m4ml hmm§ up is> and Ma.*p a maximum o? 7, 
especially up to and including a maxirnysrs of 4 sarbars atom, tba radicals i?a qusMloo p«g 
either linear or branched with singte or multiple branching* 

Where tit® ptol form is uasri for mmg&mis, sate and the Ik©, this is ta&an to msm 
also a ssrcgle compound, salt or Ute Ike. 

Any asymmeMe mtbvn atoms, «,g„ m compounds of torrmila |M5, wheresni R§ is low&r 
aSfeyl) mm %® pwmrt 'm tte iffy, ($h or f^SHsr^gurgttoa preferably In She or 
^flgyrata. Tlw ee^pcynds may thus be pmsent as ra^ires el Isomer a? as pura 
isomers, preferably ai snanfomer-pure daasteraoroef's. 

The inventor* mlates also to possible lauasnesrs of tbs ©ompoynds of fermute [it j, 

L®wer alkyl is preferably alkyl wit) from and! Including 1 up Is araj anduding ?, 
preferably from* -mi including 1 to and Inefed^g 4, md Is or branded; pfafera&Jy,, 
lomw alfcyl h butyl, siieh m rHfeutyl, s^&utyl, Isoteyl, JM-butyi, pmpyl, such as ^propyl or 
isopn^lfl, atsyt or preferably msthyL 

Tfo» index n Is preferably 0 Of 1, espaeiaily 0. 

Y U pmtembfy mo&yteM (CH$) w ethylene (CH r CH 2 ) t nmi preferably methylene, 

*Aryr ;ls an aromatic radical which js- bound to the molecule via a bond located at m 
motm$o ring caiffeon atom of the radical In a prefa*?ed embodiment, aryl is an arama^c 
radical having €-14 carbon atoms, especially phenyl, naphthyl tetfabydfoiapWtsyl, fuoranyf 
w $mmtmrm% and & mmbsUmmi m s^bsMtoted by erne or more, prdsra&ly to three, 
aapedaily mm or tm subrnMrnU, mpm\^ satoed from: amJrro, mono- or dlsubstifyied 
amine, hatogem, aikyt, substituted alky], hydroxy, ethwi&sJ m estohfied hydroxy, nitres, 
cyan©, easrboxy, esiarlfled carboscy, afenoyi fcanzoyl, carbamoyl N-mtMb* or 
MAteJisubsitui&d carbamoyl wnMim s guanidlrm y^eido, m&fcapto, w$q, Imem $k$M% 
l^ertyi, pheooxy, phenyl! h», phanyNow^ alk.ythi© s aikylpnanyf hio, bw®r atkylsulitoyt, 
pbenyltulfinyi pibenyl-iowaf alkylsylfmyi, a^y^tenylsy^nyJ, 1mm ^km&mlfmyl, 
^anyfsuitoinyt pnanyM©wer alkylsuM©nyi f alH':,HpLbe^ylsyWoii:yi lower a^e^yl, le^wsr gsikanoyr, 
haiogen-bwisr silkylm^ncapto, na^og^n-bwef sikylsylfonyl as, esipe^lfy' 
tdfliioromelhasis sulteyi dfcydrosEy&o^j {-apHy. ^tomcyslyl and toum alkyfa?w dlossy 
bound at adjacsrsi C-aloms of the dng 5 mu& m methyten© dtosy; aryt is preferably pntny! or 



two ssjbsttois segacfed from ih® group «orap*ft*ig halogen, especial tterfm, ehlorfce or 
bromine; hydrw® hydra^eibsrfied by fewer alfcyl f e,^ msthyt, or fey h^o§en4owef aNcyf, 
@,g„ tr^uoromefhyi; esterified oartxwy> eapacfeliy tower alfeoxy orbonyl, ag, s methoay 
cartxjnyf. j^propoxy ca&o*yj or &m>mmf mtbmgi Mmwwtfbm&6 carbamoyl, in 
p^rtfesjfar; carbamoyl manoftfaoluM by lower alky!, a,@f., wts>i ^propyl or ks-propyS; 
fewer atkyl, especial me%l s ethyl or aubatltulad alky!, especially lower alkyl, m>, 
methyf or ethyl, s^bsitti®^ by tewer elkoxy carbony?, e,g,, m«tho*y earbonyt or afhaxy 
earbowyi; habg«-ta*er aUryf, eapaciaa? mmm®m tomr alkylsufeyl, such as 
me&ylsutflnyi, and lower alkanesufbnyi auch as maghavw suifonyi Aryl Is preferai^y 3- or 
4**ttopheriyi 3-bfomephanyl, 4-ptM»n(myph8nyf, 2, 3- or 4-m»thytph«nyl ! 
4-fiseSMHiyph®Ei-yl ., 3- or 4*n-propylphgnyfi !; 44diaoro;m©thyiph©^yt 

^tdfiuOfwn«*hy$hen& 34fiauomme1bo*yphs*yt 3,4-(trito^m#t»yl^he«yl, $4hm-4- 
methylphanyi 3»chtom-4^athylphenyl> 4^c^«t«luwm«thyl|>he«yi > 2Kfcton>5* 
irfRoommelh^phsByt, 4-methanesutfonylphe^ , 4-biphenyi, 

hy4r^papblhyl in pattfeul*! T^roxy^phthyt, B4i^o*$^^^ 

napKNtf n^oatynaph^ in partial!^ 4Hnsffmy^napNtyfc hafataphlhyl, In particular, 

4<NofnnapMqi4 ©r &taonM&HnapMhyJ. 

mm* or dtaJbatifaitad amimj is eapeciafly amkxi sobstitufed by on© or two radicals 
setecfed todapettdanBy of one another from lowar alkyi m methyl; tydraxy-fotrar aftyf, 
such as phovyHttwttf alkyt lower siksnoyl: such as aceryi:; benzoyl; 

8»bsMad benzoyl, therein the phenyl radteai m mpe&My substituted by one or mom, 
preferably one or two, atibatttueitta selected from nitre, amino, halogen, AMower alkytamino, 
MttdMower afegtanlin, hydros cyans, oatbexy, lomr rifeDKycart»ny4, tower alfcsneyS arid 
carbamoyl; and ptenyMow aifcoxyearhotiyi wherein the prenyl mil®* m&MMMmi or 
eapec&lty substituted ty om or mom, preferably one or tea, subsfr&uenSa salaofed 1mm 
ritoo, amino, nalogsn, AMower sJtytatnino, M^diMovser aikyternine, hydroxy, cyano, 
cartxwy, kvmr aflwxycaffeonyi. low aftanoyi am! carbamoyl; and. is preferably AMower 
aikylamino, such as N^lhyJamtoo, ty&mpkwer a^ylam^o, msfc aa 
.2^ycNstyethylsm^e s phenyMowrar aikyigmlno, au<sh as beazylamino,. At#M4w»ar 
a^tamin®, A^henyl-fowar alky f^Howar alkytan?fe N,N&tamt afcfthanytainino, lower 
alkanoytamino, such as acety1amirKj» car a suhstsii^rt seiscted from the group comprising 
bemoytamtno and; phenyl-lower alko^ycaFb^oyiarnlnio, wherein the phar^f rarest in each 
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case is sifsgubstiM®^ er fespedaiy substoMd by sratna or sml^o., or also by b&lospn, ami^q, 
Slower alkytata, N y fM\4mmr hydroxy, spins, easily, lower stexyesrtoyl, 

1mm atanoyi carbarn©^ or affl^oeasttoRyjamism. 

ihiaiog&n is sspec&% tedm*, e&fadne. brasrans or iodim, cspsclaiyfitiMirta, 
cNo?me or feromirse, 

;!r§ thm pmi&md ®mbo(Mmm% alkyf has up to a maximum of 12 carbon atoms arsd Is 
asps&eMy bwsr alkyi aspadaBy ma%f, m athyi, «*prap^, isopmpyt or l©rf-&y^|. 

Siibstikitedi a&yl j$ a&yl as: last d«ftoed. sspeeialy bww slkyi pf#s?»b!y imihyl: 
wriest me or i« s aafsedaliy up to Hire©*, ^bsttaerits ttm$ be present primary from shg 
group rataetad from halogen* espaeia% §;u®rm amino, AMower s^amte, HN^M&mr 
&lky\mmo, Wswer a&arajylarnino, hy&cwy,, cyano, sartsoscy , lower alikoxycarbsmyl and 
phenyHower altoyesrbofsyl, Tn^uorqmeUiy! "® mpmmtiy prMmmd, 

Sharffiwi hydroxy is especially t^^lkjtey, such as ^gcyioxy., lower alkoKy 

such f® SmmySmp, w also phanyioxy, or as m aH®rotiv® or in acJdftbR to the previous 
group eWs^fcyfojcy, such as JKbeykJxy or hate^erNower a&axy, such as IHIueremeihyfoxy 
or 1 s 1 f 2,24etrsdiao^sitoy, 

Esterlfi««t hydroxy ?s espadally low&r a^anayj&xy,, bsnz^yiaxy, lawff 
afeo^y^rbo^yloxy, §ii«h m te^butoxyca^feonyloxy; or ph^yMawa? aikox^arhafiybxy, such 
as- benayioxyea^onylox^. 

£s:t&ff*@d sartje*y i&espedaBy lows? a&oxycartaonyl, stsch as te^bytOKycarbonyi, 
Isoi^pexycaAoriyl, mafhoxyeafbany! or athoxycartaiyl; phanyl4ow*er alkoxycarborsyt or 
phenylaxyearfcortyi, 

Aifcsnoyl is psnmariiy a^csitKmyl, gspedaity tomr Mk$m% acetyl., 

ft^rpppo* 1 or N, AJ-dlsu baited carbamoyl Is. aspeciaiy substituted by orsa or two 
siibstHuenis bdspend^riy salted from Immr Ayi, prsenyS-bwsf alkyt ar*d fcydroKy-lowar 
afkyl, at the ta?miinal nftrogan atom. 

Aifcytptwiyt&te m espesfelly lower alky^ph^nylthb. 
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A^phsfsyfeytfsfsy] Is especially lower a^pteFiyisufis^yL 

Ai&y|>h8r&ylsylfi;oyl Is #spscias^ r kwmr a$kyiphm^mMfi'$l 

Hefe^ocySlyl h especially a 5- or ©^em&ered heterocrine ty$$sm with 1 or 
2 hMe^aras ssteeted from; the group oompdslng rfcgen, oxygers and sulfur ,. which may 
be sfnsaiarsfed or wMiy or partly serrated, and Is uftsybstiMsd ©r substituted ^pedaHy by 
fewer alkyf, ssaeh as methyl; a rad&il seteeisd Hrem 2-mstfeylpyitaIdH^yl., axasol-S^yj, 
2'meiT>44 :i 3-dioKoia:r5*2'yl 1 1H<$*yv$zo$-fc$ and 1 -meihyf-pyna^-3-yil Is ps-TafesTed* 

Ar>^ In Sfee form of ph«yl whksh is substituted by faum slkytene diaxy b©und l§ tw® 
adjacent D-atoms, such as melhyl^ediloxy, Is preferably 3,4«m®fhyten#dimyphenyL 

Hafemsryl refers to a hsteroeyeie moiety that is pnsstoai&d m INe ring binding I.H© 
heieroaryl radical to 8m ?esf of the molecule In formula {11} and is preferably mono-, bf. or 
thcydie, preferably moms- or bisycfc; where at leas? in the Piling rins| s Put optkmally also In 
mf mmnlM rirsg, one or rmm, preferably 1*4, most preferably 3 gr 4 carbon sfom« are 
replay &&eh fey a h#&mato*n selected torn the group sons^iiog of ratrogg srs s oxygen md 
wtiur, where the Ending ring preferably has §»*2 $ mom preferably 5-7 ring stems; and may 
be unsubsfelued or sobstfeted by sums or more, especially on& or %m> subMltusrvts. seleofed 
from the group defined above as sutesttuenss for aryf, most prgsf«rafely fey lower alfcyl, susf* 
as meinyl;; preferably heferoaryi 1$ selected from fhfersyi, furyl t pyrenyf, Ih^tsrsnyl, 
Iscsten^ofura^yi benaofcranyi, cirome^ a^pyrrolyi pyrrolyi lower-alky! substituted 
ImldaMlyt, benziimidazoiyi pyrasKsryi, Ihiaieiyl, isottiassfyi oxazo^i ^oxasolyl, pyridyl, 
p&mfrvfl-, pyrimidisyl pyridaapyl, moofiizmyS, teoindolyi, 3H4ndd$> indolyf, inteolyi 
Irfesoiyi feirssseiyi purify 4H'~qusoalizir5yl, moquimlyl qulnolyl, pfeti&te2lnyl t s^phtfeyrfef&yJ, 
quta§lyi qulnaiollr^, dnnolmyi pfendbyi carfeaxolyi phenanihddinyl, aarkfeyi 
perlmiidinyli, pfteaantireinyl and fu?asanyt- more preferably selected from tse group 
consisting of trigzolyl, espesMy U^lfiasolyl, 1 ,2,3-triaioilyl or pyridyl, 
especially 2-, 3- or 4-pyrldy1; incfolyi esp^sisiiy 34r»do!yl; fewer-alkyii^tolyf, especially 
2-(4«mathyifhiaJK3iyl); pyrroiyi, espesfeiy 1-pytrol>^ lowe? s&yiimidasolyi espesial^ 
4"(1-m«thyteids2olyl}, 4-|2->me%lra^a^elyl| or 44S^MhyMda2olyl); feei^mldsi^efyl, 
sujcfn 1«feenilmlda20iyl; or lelmsolyi mfo as ,2A-44e1ra2.dyl), 
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WO tmmwit m&9Vl»imVim 

A IWQflO* Of fefeydiio heterMsyi tjt&up msnpimmg, om a? more rinq ttifaasgm Moms is 
preferably a heteroaryS group as d&Haetf above for hMerparyi wit? the proviso that 
preferably at least ona dlrogers b present as ring Iseieroaksm in the binding ring (that h, the 
ring fram wrsieh the fcc^d starts that binds the heteroaryJ motety to the rest of ih« molecule) 
and with the ^Ksspta that % cannot mpre^nt ^^pMh^lmldyl, and in ea&s of Y * .$0^ 
ea^rsot repra&eni 2,1,3-b®nzottiii3diamM-yi. Preferred is Mdazofyl, especially 5mjd&£ol~4-yl; 
quM$ s esp&deily 3-, 4% S-qusnstyt n^htli:y?fd^y! :J especially 3-<1 .^kiaprsthyrklisyl) or 
<H1 ,S-naplitRpc{in^|; or espadaty a moiety of fwmte (lib) or (lie* 
A=B .. A=S 

r b 0-2; 

A, i s D ami E am, independently ©f one another, N or CH, with the stipulate that not 
mora than 2 offiese radicals are Ni preferably, each of A, B, D and £ is CH; and 

Q la iewfter aikyi, gsped&Hy melhyt* hyttoxy, tower altoy* especially m^tasy,. iowsr 
thtoik^i especially me%fthfe, or halogen, espedaly fiuoro, chlora or ferome, 



Vary profitably iR* is S-pyrldyl 4*py?tdyl, 4*q«iwflfsyi or S*qulfNs6nyi Mmi pr#s?@h[y 3 
Ra Is 4«pyr£dyl, 

A suMterst other ^han hydrogen is p^ferayy selected from mwto, tncm* or 
disyhsttoted atnlno, halogen alky?, substituted alkyi hydroxy, ethe^ted: or esler^ed 
hydroxy, nim, eyano, -esftoofcy* esterified carfeoxy, aikanoyi carbamoyl Z^mono- or 
Mi AMJisu&aflliaed efcrfeampyt, amidino, gyanidino, mwc®pi&< m\fo, tmm aikyltslo, 
phenyllM©, phenyMowsr aikylthio, alkyip^enylihlo, lov*waikylsySfsrcy!, phsnyi&Lsifi^yl, phenyl 
lower alteytsulfisrtyl atkyiphenylsuifinyi tower a^ariesolfenyi phejyyisuionyi ptanyl-Jower 
alkyJsulfonyj, al&yiph^ytsufeyl, tower alkenyi;, kmsr sfeanoyf* hMogen^tower 
aikylmgr capto, hatopn-lower alk^isyf onyl, sueh m «spadally !rifl^»mm©trss;tis: sulfonyl ami 
hMemcyelyl Two suteiitytoms ofher mm hydrogen tend si adfaeem C-sioms of th§ ring 
csn afeo repmsem kawsr alkyiene dtoxy, s.y^ as meth^ene di«xy ethylene dioxy, 
Pmfsrsb^, a iyfestftuestt other than h>'dr©§8« is km&r a&yi or halogen, esp#oisily msth^i, 
cshioro or 
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Pt0mfchf, % mtf R$ are ttydfegers, assd R4, R§ sssd f?s «ch ar© pdep^pictertty 
hydrogen, dtom or iuorte, 

Safe w® mpmlmy tm phmmmmaBm^ acssptabte safe of compounds of 
formula P|. 

Such safe are formed, as add sck&i&n sails, preferably wftb organic or 
^organic add®, from compounds of formula (13) wift a basic nitrogen ato s ^spasiaity to 
ptwmac^yfca% adaptable &sEt§, Siitabfe teganlc adds are, hslogsn adds, mtih m 
hydrochloric add, sulfuric mM m i&osptssrlc seldL Syftabfe eep^ls acids are, »„g,» 
€srbox|'ie, phosphonfe, sulfate or sulfamic acids, e..g !( aeatie add s propionic add, ©etaneic 
add, •decanote add, dodseainois add, glyeoiie acid s lactic add, fumarfc acid, succinic acid, 
adipks add, pimefie add, mfifflte add, aEslaic add, m$M add, tartaric add, citric acid, amine 
acids, sucti glutamic add or sspsrtls add, m&lek; add, hydroxyzine add., maihylma&fc 
add, c^ci&hexan6«ajrtxixyilc add, sdamantoeeaf bailie add, benzoic acfef, saSeylic add, 
4^rmriosafcyfe add, pftttalte acid,, phonylacatie add, m&ndeifc add, cinnsmic add, 
mettlaneh or ©tham-stflfonie add, Zn^^rox^hars-ssulanlci: acid, ,2<SMfcHiia: acid, 

besmnesyifo^lc mM» 2^®pHih&\&nmultm\c bcM, IS^sphthalens-dls-uilorisc add, 3-, 3- or 
4'rmth^«^r^s^fbrKc add, methylsulfoNe add s efhytsuif uric acid, d&des^su&tfte acid, 
^■ydshexyls^lfemlc acid, f^meShyK ?V-&%I- ©r Niprop^utiamic add ; ; or other organic 
pwtefiki: adds, tueft as ascorbic add. 

High preferences is given to a easnpeyjisd selected from; 
;M(4^yddy!)mo^^ 

2*[(4~Pyndy1Kmt^ 

:2^4-Pyddyi}mi§&^^^ 
24(4<-Pyrid^t)^ 

or s phirmiacmrteiiy acceptable salt ihTOOi 

Furthermore, hsgfc prsferenoa ^ given to a compound sai^ctad Worn 
2-P~Ppdyf)ms*^^ 
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24{4~P^rid;yl jmeiny^ 




2^2<S-Pynd>4;jet^ 



3,4*Me^€Pdto^4f4^^^ 

4»§^imeiM*2^ 

5-Chfo?e-2^4- W T^ 

^f(4-Pyrid^m^hyl]^^ 
2^4*P^1)methypn^ 



2^4^i^im®thy{^ 

2»$4#yr!q^1)m©thy!^ 
£^4-Pyficfy1)me%iJ^ 

2WWyQ^^ 
or a 



The most preferred e«ropsi«i oftamia p> is ^4^»»-3*ffl^m^yJ^en^>-2- 



Compounds of formula (liX end ttieir preparation, are tfscfcsed to WO Q0/27B20 
pubSshed May 18, SQQCj and U.S. Pater* No. &44S f 277 s and am 
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Further VESF ir*ibtar$ for am m im mmi>mB§mm ©f fh® presarsi ImmMn mtiu4® 
thoss of formula (11) 



A~S 



U), 



r is 0 to 2, 
n Is 0 to 2. 
m i$ 0 io 4, 

Ri mtf R 2 0) ire iower a&yt or 

together form a orkige m sa&tomiM (HI') 

jK !!tn 

IH® kidding bsfog sieved vSa the two terminal carbon storm, or 
fili) togis^r form a In ■®&sfmwu$& flir*) 

(i T s (;!!!**) 

therein on* or two of H» ring members T s , I as T s and T« are nitrogm sm1 tt€ others am 
In emh mm OH, -and the biding m achieved via T< and T*; 
A, B f D, and £ ir$epe**d©f% of one another N or CM, wMh th® stipulation thai not 
m»m than 2 of these rsdisafs am H; 

B fe tower alkyterse, tower alkytom substituted fey or hydroxy, -CHrCK «CHrS% 

«CH r NH* r oxa (<H tWa {«S-)> or Imlno f-NH-l? 
Q is fOiver aikyl; 
RfeHor lower alkyt 
X is mine,, oxa, or itsa; 
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Y ii unsytMtutesf or substituted ar$> pyridyl or ynsyfesitulad or subsided cydasdky^ 
and 

Z is ®mlm t mano* or dlgubsf foted amino, halogen, a&yi su&sifaifed ailkyl hydroxy, 
efherfed or Varied hydroxy. «i$r&, tp», casfoos^, esieriied osdjoxy, alkanoyJ, 
c&rOamoyi Nkmofto- or N a ^lsufe$?tM§d: c^rt>arnoyi amidinQ s parasdsio, mereapto, sulfa, 
phenyttrilo, phenyyowtsr a&yl&vio, a&ylphan^io, phsny%o!tayi phanyj4Qwef 
aikylsislflr^ or afkySphsnylsylsnyl, sofestttuente Z Mnsg the same or dWefmtf from one 
another il more mm 1 radical 2: is present; 
ami tha Ixsnsfe c^ractarfssed* If pmm, by s wavy im am mm single or dabble 

or an t4~oxkfo of ths defined compound, vvneraiift 1 or mora N atoms carry an ex^f &rt mm, 

or a phsfmaceulfia^y asceptabl© salt of such eerapou&d Mvlrsg a! bast ons sall-tomifeig 
group. 

The general terms usad hepefaitbefiaps md hereinafter pjefembiy have within ibe 
«mtaxt of this disclosure for formula 01) 8» foiling meanings, unless otherwise indicated; 

The prefix "lew* *8©aote* a radical having «p to ansj includNig a maximum of 7, 
«*p«clally «p t» and &tcMng a «iajdmu?» of 4 earhon: atoms, the radicals \n question tm\$g 
either Mm? or bmmhmS mib single or multiple branches. 

Where the piarat form is for ©smpeumJs* sails, and the like, Shis & taken to 
mean alsts a ssngile compound, salt, or tha Isko, 

Any asy mmetric osrhon atoms (tor example in compounds of formula (i l) for an N» 
oxide thereof], wherein n « 1 and IR i» lower alky!) may as praseni in the (®)- or {R$> 
e«nfipyrat:io!i B psaferabfy in fha (R}» or (S)-cootig^fafem Su&stituartte at a jJoubte bond or a 
ring may be present 'm. ds* Z-| or titans E~) form, The compounds may thus a® present: 
as mixtures of isomers or as pur® isomers, preferably as ersarttiomer»pum diaslereemers, 

If R; a«d Rj- together form a bndge ?ji $gpffxmu*a the pertinent carnpoure? of 
fssmola fill} has formula (MA) {mmpmmd® of fMs formula am heralntoefore and ftereiosler 
espaaaSy prsfarad whers compoync^ offoemia (ill) are m®nticm©d), 
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i /) £ 

/V / 



v 




(MA,) 



vsteeirsi IHe radlsels are as deln&d above for ssffipooods offcrauja (Hi). 

If R, and together farm $ b?idg& k? ^bfcrmula (W% the pmrtimni compound of 
tofmifie (||) kas formula (IIIB), 



when&sn the radical -are as defined strove fc? compounds of fomauta (J if),. 

Of fh§ ring members T 1f T& T a . and T*. preferably only gsis is n^ogen, tha remaining 
three being CH; preferably only especially T*,. Is nitrogen, whereas the ctfher ring 
members Ts, T& and T4 or T, s and t 5 are CH, 

the Index r prefwably 0 or f« 

The Index n is preferably 0 oc1 s especially 0. 

The index m & preferably 0, 1 , or 2, especially 0 or also lu 

Of ring menders A, S, D, and E in: forrwla (111),, not r«ore than 2 are N t and the 
regaining ®tm are CH, Preferably, each of lbs ring members A, 8, D ami i a*9 CH, 

if G Is a bivatenl grsop --CHfCK *CH r S- or wCH 2 -UH», the mi^e«s group fei each 
ease is boynd Is the ring wits rtug members A 8, D, and E, whereas the hateraatom |0 f S t 
or NH) Is bouad to the phtbaia&ne sing in fartratfa (ill). 

Lower aifcylerse 0 may be branched or preferably linear and is especially branshetl or 




(1MB} 
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preferably Umw CrC A Mkyim% espsdaBy rngftytarse C-CHri ethylene [-CH^CHrK 
tfi;rfle%lsoe fCHrCHsrOV) of ietaffiethyle^ (»CHrC3%€H r CH r ^ 0 h preferably 
methylene. 

Aeyi isi \&wm Mkylmw substituted by ac^lpxy m preferably srytcarfedfiyfoxy, wfw^ri 
aryl as dste&d as iMtow, especially benmy\m$ or lower atoaytey , espdaiy ftomoyloxy* 
iwm aJkylene substituted by aeyfoxy is eepeefs% methylene susbsiilsited. by beraoytoxy. 

Lower slkjtee sybstlJu^d by hydroxy is preferably hydroxymrttiytene f*CH{OHH 

G as lower a&ylsne syfe»fed by scyioxy or hydroxy ie preferred., or G as otherwise 
defend hereinbefore and heminaftier is 'm eedh case especially preferred. 

0 is preferably bound to A qr 0 (r - i ) or to both (r=K), where in th« evfcint of btadtog 
of Q, A prcdfer p ere/Is- C(-0>, 

Lower alkyl ® ©$pi$£la% CrCr«lfcyf» *.g. n-bu^ s©e«butyl t . tert.&rt& n-prapyt, 
foopropyf, or mpz&iMy moUtyt or also eShyL 

Irs the preferred embodiment, fryt Ie an «f©matic radical havir*g 8 to 14 earfeon atas§ s 
©specially phenyl, nssphthyl, iuomnyl or p!*6nantew?y! s the radios^ defines! tifotm being 
^n&ubsPyfed of sybslMed by oms Of mom, preferably up |p three, especially oris or two 
subMHiionls, eepec*s$y selected torn amino, tra^s*- or dlsubstituTed amm, haJegsesR,. Aikyt, 
subsisted alky!, hydroxy, eSheriSed or esMed hydroxy, rtttro, eyano, carboxy, esteried 
earboxy, a&ano^ carbamoyl, N^wso- or N^teubsfitutetf carbamoyl, mMm®, Saldino,, 
mereapto, eu8fc, phmyiMo, phmyHamm ^fcytLhjo, a&y^henyfthfo, pher!;yiB^ifirs^ s phenyl- 
lower alkyls.uinr^i alkylphe^yssyfeyi pher^l^ulostyl pberryMower aikyj&uiforsyi, and 
alkylpfcenyteuafenyi,. or (as a« alfernaiva or l« addition to the abwe group of suhstfenis) 
select tern tower aReenyL such as eihenyi, phenyl, lower alUcylfsto, sush as :mathyittm 
fei^er aikanoyf, such as acetyl, Im&t alkytarapta ;i syefs as m^ylrnensiplo C-S-Cf-is), 
h^cf e^ower alkyimBrcapro, s<uch as M^rom0^m^apto kww eikyltyfonyl 

haio§@ri4owsr aikySsufonyi such m espeds% iumte sdfo«yi dihydroxytora {- 
B(OHy t hei^it&yetyi and tower alfcyta oloxy bound at sdpoert D-stoms of the rfesg, $wto 
as methy^ne dioxy; aiyt Is prafersbly phersy? wteMt is eiher ur?a:ub«il(iyl&d or fe^eperssdertfty 
substituted by one or Imiq ^sfRusmte selsc^d ^tom %m grmp mmptUkig amifig; kwm 
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tfarsqiylgn^no, ssp&cMy acstyiaenino; halogen, BspecSa8y Suorins, chlorine, Of bromine;; 
lower sfik% mp&Mty raethyl m Mm ethyl or p«ip$ hskngm^m &\ky% 
tr$uorometh$; hydroxy lower aikoxy, espedalfy methoxy or alee elhoxy; phenyMbwer 
aifcoxy, espooiaiy beaaytoxy; and cyano* or |as an alemMVe or In addi&sn to the previous 
group ©f sybsstSipeate) €^<^a|teo5ty :i especially n^^texy, oartoooyl, lower dkylcarhamoyt, 
Such as iKT^sth^ or n^tet-bytyicarbacnoyl, lower alkenoyi soch as acetyl, phe^ytoxy, 
hatopefHower alkjtoey, stieh as triluoromethoxyer 1 J,2 f 24e&a8uoroelh:yfcsxy,. tsw 
sikosyoarbonyi meh m etaxym1>ofiyi tower aJkytoercepte, such as mef^mercspto, 
haloprMe&er aikyfrnsnespto, s«c*s m trlteftm&t^mersspto, nydraxy-fower alky!, syoh as 
hydroxymethyj or i-hydroxymsthyf, lower slkylsufersyt such as methane solfonyf, halogen 
tewm alkylsolfonyt such as trfluofomsthatse sy;lfc*oyi phenylsulfony!, dihydroxyto-a (« 
B{OHy, Sknetytp^mldlM^i, owol-S-yl. 2^elhyM>didx!ala^2*yf r 1H-pyr^o^-S^i ( 1- 
metbyHjyrOTl~3-y! -m& kNa&t alkytene diexy bouhd to two «d|ae^t C-^tom§, ^s.jsc^ as 
methylene dloxy. 

Where mention is mad® h«reinbef^e end hereinafter to radicals or substiiyerjis as 
"m ailemative er srs addition fcf the previous group of radicals or mbsUumt®, Wmm radksate 
or sybs^tonls those of $ha previous groyp ara to be regarded together m om group of 
$ub$!tiuerrts from which the respective radicals may seNsded, or especially as separate 
groups, The expression does rtot mean that em of ts© mdle&ie following the expression may 
he added to a member of the previous greyp by binding. This applies, even it the expression 
*»s an ggtemsive or In mkMm fo* Is not mentioned again, for the radicals or si&stituemia, as 
darted here, Irs the preferred cempoynds of formula pU> defined balsm 

yono- or disubsMuted amino is especially amino suosfeted fey- vm m two radicals 
seleded independently of ane another horn lower alkyi., mcfa as methyl; byd:roxy%%w alkyi 
such as 2-hydroxyethyl; phaiyMower alky!; bwsr atancyf, sush as acetyl hesnasoyl; 
subsisted benzoyl, wherein the phenyl radical ts imsubs8tofed or especiaNy suMuled by 
one or mare, preferably one or $m, sufe&ilyients selos^d from nrtra or amino, or also from 
halogen, m$m, M4mw $\ky\mmo< H,W*&4®mt alkyiarnino< hydroxy, cyana 4 c^boxy, 
iowsr alikoxyoerbonyi, bwer ailkarsgyl, anel oarbarnoyt; aod phe^-bw ilkoK^rbooyi 
%herai?> me phenyl radical Is unsubstetsd or espeoiaJiy sybsBMed by caw or more, 
pt&maMyom or two, s-ybs^tuenls selected fam nltro or amino, or also from halogen; 
amino,. N~tow@r afkylamirso, N,N-dMower (&k$&m&, hydroxy, oyeno, oarbcsty, lower 
al^oxycarfconyl, Sower aikarsoyl, and {arhemoyt; m& Is pmferahly N4ower a)ky!arnlnp :: such 
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as :N*me$hyteroin©, ftydfqxy4awer slkylamino, m 2--hydfoxyethytamifK) , ph&nyMower 
alkjtejir&J, such fesrta^tam&ifi, N,fklMc»»ar ^^amlro, N-p^e^Wower alkyl^taww 
aifcyiaaiffH^ HM-iMsum alkyiphs^amino, towm mfegmyhmm®, such as ac^yiamino, or a 
substttuen! steeled fmm the group eompfejng feemsyismsTO and ph&qfrfamr 
siikmymfb&nfMtfimr wte« the- phenyl radical fei emh mm m mmbmm®<3 or espada% 
sybaltuied by nitre, o? amln© > or &l&e fey hafogm amino, fsMo^w alkylamho, N s N~dMowir 
aik^arafeo, hydroxy ey-aw, sarbox^ Jower atexyeajfeonyf,. tower aBcanoyf m carbamoyl, or 
m an alternative or Irs addition to f>e pmfiom gr&up at mdscals by apr*Kjcafbonylambo. 

Halggsn Is gsp^oialiy fearing chlorine, toirtlfie, or iodfem, especially fluorine, 
chlorite, or bromine, 

Irs ihas prafwed embodiment, alkyl has up to $ maximum of 12 carbon atom* and l* 
#^©etei§y low aikyi especially mmhyl, or ate* eshyi n-prdpyl asoprspyi, or feft-butyl. 

S^bsiftoted a&yf Is alky? as last defined, especially fewer »\k% preferably m©%t 
where m& or mttm, -especially up lo ttirae, subsifkienls may fee- present pdP!ftsr% from ihe 
psup ssleeted; from halogen* sspedaSyftuorifse, and also from: amino, M-tower ^yl&mano, 
N JSMJMomw alk^amiw, N-kww ataoylamino, hydimxy, cyano, eartey, \met 
&kmycmbo^\ t and phspyl-lower alko^arfeonyt. T?Ste©m®thyl is espedaAy pr^fsired* 

Etlwied hydmxy ts especially CrS^Moxy, ss&& as ?vdeeyloxy, torn? slkoxy 
{prwfenrad), suolt as meihoxy, ethoxy, topopytoxy, or jvpsnlytoxy, phsnyMow«r atay, 
such as bsnzyfexy; or a%<5 ptoftnytoxy, or as am aKerfsaf>*e or m addlfen to the previous 
gnaup Ca-Caalkyioxy, s«cfe as o^eeytoxy, hatogeMcwer aikoxy, sush as «uoiw%l«y 
er 1 ,1 ,2 J-tilrallyorasthoKy, 

S&tedHecl hydroxy 1$ eapsd^ly lower askanoyloxy, feesf^ajitoty, towser 
altesxycarbonytoxy,. such as tejt-birtoxycaffeqnyteetjf, osr phenyMower atoxycarboiiyioxy, sych 
Si bsnzyloxcsffeonytoxy. 

EMenfied earboxy is -especially tower sikoxyeastonyf,. such as. isrt-butoscysaro^l or 
etisxycarbonyl', phenyMowgr aitoxysastofiyl, or pheiiytoxycarfeonyi. 



AlkosToyS Is pdmsriiy alkylGastsorsyi. eapecsaliy lower alka^yi, s.cf. m&tyl 
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N*moms- esf HN-dlsa&sitoted car&smoyli is espesis% sybstoted by cm ar tm 
mhmMm^ lower atkyl, phars^^wr^kyf, w hy&GXf4&mr alky!, at Ihe terminal ntege« 
atom. 




PyMyi Y is preferably 3- or 4-py§%t. 

I is psnefera&iy .amino, hydroxy-towar alkyaarotoo, sueh as 24sydr«^thytegto, lower 
alltaitoylamin©, such as aee^amirK3» nMrober^yl»mina r sash .3$ 3^toben^larnlncj : , 

such as b^^fox^arbonyferRPO, or halogen, such as bromirse; pratera&ly or%' one 
suisstiteanl is prasant {m - % aspadaHv one of the last mar#ena& aspgslsiy halogen, A 
oofnpourid of tofmiala p.) {or an NKixicte jftsraof)* herein 2 & absent (m * 0), quite 
©apadiaBy pcefarrad, 

Unsu&sfgigjtecg or substituted cytim\kfl Is preferably C a ^jfeystealfc& which is 
unaubstiMgd of substituted in tee same way as aryi especially as defined for phenyl. 
Cys&toe&y* cyclopenjyf or eysfopropyl a?e preferred. 

HeSsepofifdyJ Is especially a Sv® or six-fnembated heterocyclic system wi*h 1 sr 2 
Iwtaroatams seiected from the group comprising nitrogen, oxygen, ami sulfur, Which may be 
ynaafeiratec& or Whdiy ear partly saturated, mv$ is i^iMMI or sdbs&ited especially by 
tower e&yl., susft as methyl; a fadfcal selected from 2»me$^pyFimytn^fl, oxazol-S^l, 2- 
mathyM 1H«p^a!SB*«3^i, and i;<^ethy^pyfa^ot-3-y1 is preferred. 

Aryl m tee fomi of phenyl »titeh Is subs&tuted by lower slkytone dfoxy bound to iws& 
SKljaosnt C~atems> such as mstbytwedtesy, Is preferably 3,4^elhy^F>edbsypten>1, 

The boads in formyla (III*) and (ISA) characterised by wavy lines are present ©iteer 
as single or as double bonds.. Preferably both are a! the same time sltrw single or double 
bprats. 
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An H-mm of a compound of tersiils (H) m jwaferafely m H<mkt in *Mch a 
phlte&azjria-nng rtirogers or a nlsropp In the ring- y$m ring m&nb&s A, B» D, am! E carries 
m oxygen atom, or s&vsrsi of the said nisrogen atoms mny m oxygm atom, 

Sails a.r« espa^al^ the phaim^utMly spseptahle salts of acimp&unsis of formula 
PJ {or m H«wM® Iwf), 

VEOF inhibtos of fcrmda pi) and their pf@psraik» me desdosed In WO 98/35858> 
publlsfead on August 20, 1 9§s, and h»iiJ5 Ineoiparalal 

Piwfewfec® © fwi to a ssmpe&tnd of tesmula $1) selected from the spedfio 
Examples d^cb$od in WO »5§§& 

The roost preferred VEGF inMjrtorfor usa according I© the present invention is the 
oompc&md of formula PJ ^ fhtt chemical pams 1^4-shlo?cjaninoH*C4~ 
pyrid><im«thy^phfhabzin^ {other names: Vatalanfo. FfK?S7 or ZK 222S84} of 
pharmac&uieally acceptable saMs thereof, especially the suednale salt. 

Other VEOF ^hsbta auftabte for use in the presen t te«n8on Snduds compounds, 
proMm or adi&odies gerarleaRy ar?d specifically disclosed In WO 03/0401 01, WO 
03/040102, WO 00*09495. WO 00/27820. WO 0O5&509, WO 98rt 1223, WO 0O2781 & and; 
EP 0 789 947; the** as deaerited oy Prawett at at, Gtnearfiaa, Vol, m, pp. 5209-5218 
(1999); Yuan at aL, Proc NstlAcad 3d USA, Vol, §3, pp. 14765-14779 (199S); 2bu at af., 
Ganeerfiea, Vol, 58, pp. 3203-3214 (1988); and MordenS at at., Toxrcd Mot Vol. 27, No, 

14*21 (1999|: in WO 00?37S02 and WO 94/18202;; ANGiOSTATIM, described by 
OfWfc si ail., CW, Vol, m pp. 315-32$ (1094); BN008TATH tfeacribad by cm§ly at ai., 
Ga& VoL 88, pp. 277-285 (1887); anthmniic add amkfes; 2D41tS; ZD6474; SUS41S; 
SU866$ SU1124S.; CEP-7S55; CP-547,832; ©W2286; RD 173074; or ana-VESF anllbOCBaa 
Of "antirVEOF receptor antibodies, bawatiH*nab <AVASTiN) t HisMW33, iyC-1C1i and 
paristeyfiaab (RhuFab); VEGF aptamer, «£,, Mmugom and Aftgiotyma (RM 4610?, 



Thus, m i irsi asped, fh» present fatmtikm sMMm to a method for te prevembn or 
traMrneM of pmffemtivs d^seasies or diseases that am triggered by pension! autogenesis 
fe* a mammal, preferably a human parent, wftich comprises treating the patient ra>r*sysrren8y 
®r sequentially wsth pham*sceuto% ®ffsct«? amounts df a sernbsnaitm of: 

fa) aVEGF fohibMqr esmpounsJ, prsf»?ab% &f forrfiaia {!}, (It) ©r [Hi|; and 

(b) one or we chemotherapeuife agents, 

to another ssp©6l 5 the present Invention rstatos to s ph^rrrigeeutical eosfspasfBon 
comprising a eofRuingtion of; 

(a) a VESF inhibitor compound* preferably til 'formula (% (!(} or (|i|); and 

(b) on© or mom chemotrwapeutie agenie. 



to s yel f«jsth«f aspect, tse present invsn&n provide* a pharmaceutics! composition 
eorrsprMng: 

(9) a VEOF Inhibitor compound, prsfor&b^ of tamauia (J), {li) or (IIS}: end 
ity or more ch8mot?erape«tfe stents, together with a ph^rms^eutieaily 
acceptable carrier, 

m a pref^rr#d emisxsdiment the preset invention mtem te* a COMBINATION OF 
THE INVENTION comprising; 

(&) a VEQF Inhibitor con^©u«d., preferably of femwlt (1% (II) or pit); and 
{&) owe of mors chernoth&rapaytie agents selected from ihe group consisting of 
HDAC inhibitors, mtcrotufee active a§©nts> fehibiters or the EGF receptor tyrosine 
kinase family, mTQH Inhibitors, CQX-2 Inhibitors, ionizing radiation, K3F*IR ir^ibitors-, 
afOMtase inhibitors, bssphosphiDnates, Ser-AbJ kinase snhlbtors, FIT*3 kinase 
inhibitors, ALK inhiibjlws, c-Kit inhibitors, plaielet-derlved §no«rth faetor receptor 
inhibitors, Raf kinase inhibitors, HSP^Q Innibta, anybodies against VEGF end 
VSGFfi, MMP inhibitors, SRC inhibitors, famesyii transfers© inhibitor and EOG 
btoeters. 
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in another preferred embodiment, the prasgasnt snvarsfion mMm to a COMBINATION 
OF THE EVENTS ON c&mpdasng; 

(a) a VEGF inhibitor compound, preferably of formula (IJ, (II) or {III); arsd 

(b| one or mom tMrnm^mmpmMQ agents satectad tots #138 group consisting of 

PsT0p£f5$mJd« $ or s pharmaceutical^ aosaptabf© salt thereof, W4i^dsB^3^4-p«« 
hy\1rcxy©thy1){2-£lW^ or a 

pfcarreiaceutoBy aceeptebfe sat teeof, SDOtbtaaais one! derivatives memof, 
t&scaoes, diSCOck&rrnolidos, vto cotehk&ies, gsHinlb, ISF--IR inhibitors, 

ir&sfeizymao, RADOOt, GO-??9, rapatinydn, AP23ST4 lumiracsxfc; celecsodb, 
vayeeoxlbv rofecoxib, p&tin sompounds* DNA a&y^tors, fetrosole, 
sn®sfr«s&l®, axeoass-tsne* zois^raras &M t pamkkmm m&, \m&Mb &mh m 
mpmmWy \m%Mh m^ytei, F0l738S§ t PKC412, Marions, Am-C> 

Nwlte, SUKH, SUBM6, OT-111, BAY434006, IT#6, 
gslc&namydr^relaisd compounds and r^Jkso&L 

Any of tta combtoailort of corapon^iSs (a) god (p), tna meliiod of tmatiisig a mm* 
blooded animal oompr^ng administering $mm im oonipononls, a pr^rrnao®uisaJ 
eerRpaslto eompnsipg l&m® im mmpaemt$& im Mmu&mmm, separate or sequential urn 
Iha osa of the oQwibinailon for iha d®lay of pmgnassksn or the treatrf^rst of a proliferate 
disease or for the manyfeeUa® of a pharmaceutical pf '^paration/eompossisori for tbaaa 
purposes or a fienomer-dal product comprising such a cwiblnaticsn of componsrife (aj and 
fb) s m m mmimM or defined, m referred to herein also as COMBINATION OF THE 
INVENTION {m that this term refers fcs each of "these ©rnMlmenls vs^isti Ohm cm replace 
tbia tero where appropriate). 

Simultaneous administration may, ®.g,, fg&e place in the form of one fkeo 
combination with two or more active ingredients, or by simultaneously" administering two or 
more wMm ligredtonls that are formulated independently. Sequential use {admir&istratKsrt) 
preferably mmn* administrate ol one {or more) oompon@?sfe of a camfcirmta at one time 
point, other oompooents at a different time paint, thai is. In a ehronioa% staggered manrser, 
preferably m& that the combination sham more efikSma? than the single compoi^sds 
administefed Indspsndeoiy faspoolally ^hCMM^is spenglsmjv Separate um {MmmMmUmij 
pngfarably mmm Mmimtrmm of $® mmp®nm%i» ol i« oonftblnato! fndspe^dsnfl^ of 
e®* olhea- at differarst Sma points,, preferably meaning that the cosmponanls |a) and (b) sm 
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administered sueti that m overlap* ofraeasorabte blood lewis of both vompamte are 
pf«S«fiit In an overlapping manner {at the ssme tone}. 

Also ambitions of two or mm ^ mt^mM, sssparato and simyftmeeus 
i^mlRfe«on are possible, preferably such that tie ec^btatlor* eampSnent-Hdrisg s show a 
Joint toerapeutlG effect if*®* oxoeeds the effect found when the csmbinptiors ©e^ponecrt-drugt 
sm tifmi iscJeperideofly at fm® interval so large that fto myte! affect an itt&fer therapeutic 
atoeienoy can bs found, a %?*erg§s.tjc effect being espedely preferred., 

^Jointly thefaapeisliss% acfvef or "joint therapeutic effect* $mm$ that compounds 
may b# given separately {In & chrpnteatiy staggered manner, e^edatly 9. s^qysnc«-8pecaBe 
msnrwj in such time Intervals toai toey prsferaNy, & fee warm-blooded animal, espedaliy 
ftumm, to b© frosted, still show a ^preferably synergistic) Wereetion (foinl therapeutic effed). 
Whether this Is th« case, can Mer Mm fee <Mem?ined: by foiio^iog the blood showing 
that both cornpoun-ds am preset ft) the blood of Ihe human to he treated at least during 
eertein time irstorvats. 

"Pharmaceutical effective" preferably relates to an amsurrt thai is iFierap^y&eslly or 
in a broader mnm steo praphyJatllealiy effective against th® progression of a proliferative 

Thd larrri *a commercial pa^aga* or *8 produd*, m mM herein defines ^paoialty a 
"M of parts* Irs mo sense that the ser^p^n^is (a) sod (b) e$ defied above cars be dosed 
independently or by use of different iked ^mblnafervs with distinguished amounts of to© 
components <a> and fb), i.e., simultaneously or at different time points. Mcmowt, these 
terms cofnpnse a commercial! package oomp^ng feudally ee^bMng) m acive 
ingredienta comporisnts (a) and (fe), together *th inafectiom for siimsflaneoua, sequential 
( ehrsnlcaSty staggered. In thno-speoRc sequence, prefgsranisatly} or {im$ preferably} separate 
use thereof m the delay of progression or treatment of a proliferates disease The parts of 
the kit of parts can then, e,g, t be adffii:rastore>d smiJSanaousiy or phrmologlesly atoggemd, 
that ss at defers! mm points and with equal or diffwem tinse Intervals for any part of the kit 

parts. Very preferably; the Hra» intervals are chosen such that toe effect on the treated 
dhms% in m& combined vm of p&te is largsr than toe eieot *$ach woi^ld he obtained by- 
use of any one of the cornbinaion partrserf {&) and (fe) (as can be determlfied acccfdisig 
to s^ndarrf rr>eihod«. The ratio ofth« total £^ounls of fee «ss«bfetMHjr* partosr |ai to the 
corriblrision padoar (b) to be admsni^red In toe essmbined prepsrate pan be vadid s e.g., 
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in order to cope *8t* the needs of a psfent sub*popylation to be treated or the needs of the 
single p&Umi different needs can be ef» to -She pwtieolar disease, age,, sex, body 
weight, st&Gf&s patents, Preferably there h at tost one bsn^teal effest, «,§.„ ® msytai 
changing of tie afata aTfhe combination partners (a) and m, fei partioolar a more mm 
additive efees,. wtich li©«©e could ba achieve with fewer tees of each off the combined 
dmgs i respectively thm tolerable art the ease of treatment vplh the jmJK^dyai drugs only 
witheyt ©cra^n&te producing. adoHsnai advantageous tff« s e.g„ Ees« side affects o? a 
•oom&ifced therapauiio s$©g£ in a nsn^tfesive dosage of orse or both of the cembiriaSor* 
papers {components) (a) am3 {b.K ar«3 very preferably a strong synergism of the 
©awblnition partners {a} and fb). 

Both m the case of tba use a? the oorrsblnation of components (a) end (b) and; of the 
commercial package, any combination of slmutaeous, sequential ami s-sparete use is also 
pcws&te, tmmtm »»t the components (a}' and (b) mty be administered at on® tee point 
sJfW&nemiily, followed by administration of only one component with lower host toxicity 
aether cbsfonlealfy, »g„ more than 3-4 weeks of ds9y dosing, et a later isma point arid 
aob^qyentiy ijbs cfhar component or the combination of both SOTponen^ at a mffl teter Sme 
ipoM |in sufesaquantl drug cpi^m treatment oosurses for m Q0tml anti4ymer effect) or 
the list. 

The COMBINATION OF THE INVENTION can also be applied m combination with 
ether fcfcfcfeisents, e<§,, surgical intervention* hyperthermia and/or irredletioii therapy. 

The pharmaceutical compositions according to the present arraign can be prepared 
by conventional mmm and are those suitable for enteral, such m ore! or re&tsi, sod 
parenteral adn^nMrata* to mammal inducing man, sompN§in§ a therapsoticaBy effective 
amount of a VEC3F Inhibitor and at least: on® chamofhsrspeule agent alone or in 
combination with one or more pbarmaeaulleally acceptable carriers^ especially those editable 
for enteral or parenteral application. 

The phwmKttJfeal oompo&km comprise ftam ahoot 0..00802 to about 100%, 
especially, e.g.., in ih# ease of In&ster? (Btuiforas that are ready for use, of 0,0001 to 0.02%, 
or, i« ease of lojeclion or infusfen oor^n^fes or espedally parenterai formulations, 
from a&oai 0,1% to shout 8S% 4 preferably fmm stomA 1% to about §0%, nrtore preferably 
from shout 20% to ebout 6Q%, active ingr#Eieot {wek$& by wa^ht, in each 
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PkmmomMml mmposMam according to toe tov&nion may ha e.g.,. In uni dose form, 
mm as in too form of anpouies, vials, dragse^ tables, snfusion bags or eaptylas, 

Tha effective dosage of aneh of toe combtoaSon partem ajmptayed In a twroalatlott 
of pnssatai invention may vary d«p«oding iirs toe particular compourid or pf$ar?riao@y|iesl 
©omposlgonsi s?ngtoyad» the mod© of sjnin^m, the condition being Sealed m$ in® 
severity of ttia eenditton bmg treated. A physieiaa, ^Inksfan or veterinarian of ordlrwy skill 
can msdiiy dstormte $te af eotl ve amount of aaeh of toe active sngrsdwte neoessary to 
prevail mm or inhibit too program of the sondiiion, 

in th* instance whsm tho <&emotoe?ap®!tflc agent fa seloctod: from toe group 
OOnsi&ting of DNA topoas&meraaa I inhibitor DMA topoisomeross II inhibitors* microtubule 
active agents; and anfl~m@tobeletes including sgmu *Mdt\ are inhibitors of thymidine 
production, 6nNbiie» of vascular etsdotfiethial growth fester, BHA. dm^mt^Mm§ agents or 
proialn4^oslne kinase NiWtm susft as, &g, s ADRW^YCIN, dlsoodemsolidea and 
apo&iionaa, S-FU : Camptotoecih, Imatinlb mesylate (GUEEVEG/GLIVECJ, 1«[4« 
d^tero«rillNrjoH'lPyri^yime%tj»pHmal8^e senate, §«Az» dC {OECITABINE} and S» 
A2ACVT10INE; pharmaceutical!? acceptable sails or sotaflaa tossroof; and pharm&craMy 
acceptable? prodrug wstom ih^mt and |h® pafiant to be treated & a human, an appropriate 
dose of, ADfcl&MYCIN Is ai Itis rang© tram 10^1508 mg dally, «,g. 5 200*1000 mgfctay, 
sueh at 3100, 400, S0O, 000, 800, §00 or 1000 mgTday, administered in on© or tm doae* 
daily. 5»FU is administered at a appropdale dose in tos range from 100-1SOO mg dally, a.g;,, 
2:00-1000 ir#fey :! mdn m 200,. 400, 500, 600, BO®, 100 or 1000 mg/day, administomd in 
ons t« doses daily. CAMptOThecin is administer st a appropsf&se dose in ft* 
rang® from mi 500 m§ daily, e.g., 200-1009 mg«ay, su<m m 200, 400, §00, 800, §00, 90© 
or 1000 mgday, administered In one or two doses daily. 5-A&ACVTSDINE is administered at 
a appRdpdale ctaa® in range ixam 1 00-1f00 rr^gi dally, e.g., 200-1000 mg/day, such as 
200, 400, $W, 600, 800, 900 or 1000 rr^day, atlmlnlstefed &j one or iwo dotss daity, 
Am»ftg th« fepofeomsms® II inhibitors, DOXORUBICIN may b« admNsiersd to a hyman In 
a ^Josa§& range varying from aboitt mgfm^day e.g„ 2@ or 75 mg/m^day, as 

mgte dose:; Eplrui&ieio may be adrnl«tered to s hyman io a dosage range varying from 
aboul 10-200 mg&n 2 /day; IDARIjafGlN may be administeed to m twmm in a dosage ra^ge 
varybg from afeout mg/m^ay, e,g„ 8 n^,te 2 /day d^ri% tnm© days; and 
MiTOXAMTRONE may be administered to a human In a dosage range varying tors about 
2.5-25 mg^/sfey, a.g,, 10-14 mpftn^da^ during S-Odays, 
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f ADROZQLE may be admln&tared oratly to a Hmm 'in a dosage range varying from 
about 0,§ rag&Iay to about 10 m^'day, preterahty imm about 1 mg/day to about 2S rag/d;ay r 
EXEMESTANE may b& admMstareri orally to a h^rnan m s dasage rang© varying; from 
about 5 mg/day to about 200 mgftlay* l^raNyfeam about 10 mg/day to a&out 2S mgfday, 
or pgrsrsterely frofR about 59-500 mgM&y t pmtorably fern about 100 m§May to about 
250 mg/day; iFQRMESTANf may ho administered parentoraliy & a humart in a dosage 
range varying from ate^t 1O0-S09 mg/day,. preferafcfy from afcout 2S0 mg/day to about 
3O0 mg/day, ANASTROZOLE may fee administered orally to a human m a dosage range 
varying from aboist mg/aay, p^etorebly from about 0,5 mp/day to about 2,5 mg/day, 

TAMOXIFEN dtr&te may be adm^tsto«to k> a human I« a dosage ranga varying from about 
10-40 m@$®f. VINBLASTINE (not highly srecefirameaded as secondary maBgnartoies may 
occur) may b® administered m a human in a dosage range varying from about 
1,0-10 mpfafAisy. Vincristine sulfate may he admisiistorao psrenferelly to a human in a 
d&sage range varying from about 0.025-0.0S mg&g body wpgbt ♦ vmeek. VINOREtBSiNE 
may be administered to a hymen fa a dosaga range varying f rom about n^/m s /day. 
PACUTAX81 may be administered to a human to a dosage range varying from about 
$8-300 mg/nfdsy, OOCSIAXSL may be administered to a hamaa to a ds&ags range 
varying; from about mgfavVday. 5-FU may be adrotoistorad lo a human In a dosage 
range varying fmm about 50-1000 r«g/m s /day, e,g,, 500 mgftn^day, CAPECITABINE may- 
he admsrastered to a human in a dosage range varying from about 10*1000 mg/m*/day\ 
QEyCITAS-INE hydrochloride (m* highly rac^ora mended as secondary mslg«arM*is§ may- 
occur) may be s^nistered to a human in a de&age ranpe varying from about 

rogyweek.. METHOTREXATE may ha administered to a human in a dosage r&nga 
varying from about 5*580 mgfrn^ay. iftiNOTECAN may ba administered to a human in a 
dosage rang© varying torn about 50-350 etf mrVtify. CARBGPLATIN may be administered 
to a human in a dosage mags varying from about 290*300 m§fm* about ever/ four w^^ks. 
CISPLATtN may ba (idmWaterad to m hmmn m a dosage ?arsga varying torn about 
25*75 mg/m a about evary three- weeks* OXALIPLATIN may be administered to a human in a 
dosage range varying from about 50*88 m#%s 2 ©vary two wesk§ t Al«ndwifc add may be 
admirtisterad to a Hmm m a dosag© rer^e varying from about 5-10 rngidisy. Ctodronlo asld 
may be adn^rgalafed to a human, a.g., m a dosage range varying from abaft 
760-1590 m#Say, Eiridonk: add may ba o&mtfstemd to a human in a dosage sange 
varying from about 290-400 mga'dsy , toandroats add may be aEbnMslared to a buman in a 
dosage rarsga varying fmm aooui 1*4 mg ©very 3-4 weaHs., Rls^dronlo acid may be 
admmlsfwad to a human in a dosage range varying from about 20-30 mg^day, Pamsidrartic 
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add may ise administered to a htmm m a dosage rarsge varying 1mm about 1 S«$0 m& every 
34 '«®6ks. Tiludronie ©ad may be administered to a hwmn m a dosage range varying tern 
aboyt 200-400 mglday. Trastuzumife may be administered to a human in a dosage mnm 
varying ferns about 1-4 mg^M^afc, Bie^ytamlde may be administered to a human m a 
ctosaie t&ng& var^ng from about 2?H>§ mf^m^tfay. 

Tyrphoetsns, especially/ Aslaphoslin, mm preferably administered to a wamH^oodett 
animal., especially a haman w a dosaga in Htm range of about 1-8000 n^day, mors 
preferably mg/dsy, most prefeably 50*4000 mg/day, Unless slated o^erwts© 

herein, fhe esmpatmd j$ preferably administered from er*e to S t especially from 1«4 times per 
day. 

Pharmaceutical p;mparaf ions for the c®«3bi«atiQn therapy for scleral or pa^otersl 
astnlmslfaflon are> Ihose In ynl dosags iwim, mch m sugaRaMeti tablets, capsules 
or suppsstanes s and fudhermore ampoules. If not bdleatad otherwise, Ihese formutaStorss 
are prepared by csnveinSanal means* e.g., by means of conventional mixing, gr^ylaing, 
s^ar*coattng, dissolving or lyo^lfiasng processes. It vM be appreciated that the unsi 
corslet of 8 combination partner- omlairied In m Individual dose of @a«h dosagafamsi need 
mi in itsef constitute an afactiva amours! sloes the necessary effective amount cars be 
retched by administration of a plurality of dosage unt&k One of skill in the art has tha ability 
to datwrte appropriate pnarmaoeutlcaliy effective amounis of tha combination 
OGmpcsi^is, 

Preferably,, ttse cerapourHSs or the pharmaeeoSealy acceplaibb salts fbar««3£ are 
administered as an oral pharmaceutic^ fonnolation 'm the form of a tablet, caps^e or syrup; 
or as $9?m@t&l Injeetions If appropriate. 

In preparing compositions for oral administration any pharmaoettelly aeeaplabfe 
media may lie employed such as water, glycate, oils, alcohols : flavoong agents, 
preser\^tlv«s, ccfeing ageinfe ^harm&ceulfeally acceptable carriers include stamhes, 
sugars, mieroorystaillne eeliubses, diluents, gmoulatlng lubricants, binders, 

disi?i^ra!lni agents, 

Solutions of the active lop radiant, and aJse suspensions, and especially Isofoote 
aqu^sys soiylbns or SMSpenalona, era wssM for pamnteral adrrilrii§frallQn of the active 
ingredient, It being possible, e,g.,, In the cass of t^^hilKed eomposlliions that osmpds^ tha 
aoiiva It^mdli^t aione or together with a pbarmaseuit^lly aosepfable eanier, e.g., s^wtniol, 
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for -such solutions- or suspensions I© be produced pskx is usa„ The prwmaceuticai 
eoniposiions may b© ^im\im4 andtor may oamphse ^giptonis, e^g,,. preservatives,, 
stablzirs, wetting andfer aa^felfying esgeMs, soiytiizsrs, saita for rggyatiftg the osmotis 
pressure artd/or buffers, aod am prepared fei a mariner kmm par §a\ e$. t by means of 
oorwentjopal dissolving or iyaphizkjg pmcessm. The solutions or aysper&ssna may 
comprise viscosity-increasing substances; such sodium earboxymethyleelluloso., 
ca?feo%'meih^yy:iDs# s &®*xtm> polyvir^yrmiyons orgsMn, Suspensions en mi 
eomprtse as #*e oil component the vegetable, synthetic or sami-synlhetie site ©ualomary for 
tajaciioR purposes. 

The isatonfc ag«M may fee selected from any of 8w Known in the art, e.g. mennIM, 
daxfrosfe\ : giuoose and mdrnm chlorkJo* The infusion formulation rosy fee dlluteo 'With the 
aqyeous medium. Tha amount of asyseous medium employed si ollyaai is chosen 
aosording to lbs desired concentration ©f active- ingredient in lino infusion solution, infusion 
SOluiom may contain otftsf excipiersls commonly employed in formulations to be admi- 
nistered ent^yeoously staoh as antioxidant. 

Tha presarS Invetii^ lyrtis&r ralatas to *a combined preparation* which, a$ ysad 
herein, o%§nes especially a *M of parts* in tha sana© that iha e^mbirsates' partner® (a) and 
as dsfin®d above osn be dosed Independently or &y usa of different fixed combinations 
**h distinguished amounts of me ooiwblnatfon partners (a) and (h% la,, eimuftanewsSy or at 
$ffarent tea points. The parts of the ki of parts sen then, s,g., b# administered 
simyiisneousiy or ohronolopcally stagnated* that 'm at dsffarent tinw points and with aqua! or 
diW®ranl iirne Marvels for any part o? the fcit of parts. The ratio of ihs tela! amounts of the 
combination partner {») to trie combination partner ffe) to be administered in lha com^ned 
preparation ean ba varied, sr? order Is cope with the needs of a pMbnt sub-populatton to 
be treated or the needs of the single p^Bent tossed m the seventy of any skJa effects tnaf the 
patient experiences. 

The present invention especially peiates to a combined preparation w^eh comprises:: 
(aj one or isrsore ur# dospgs forms of a VEGF inhibifer; arid 
ib) mm or mofa unit dosage 1mm o? a shamotharapauie agent 
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Tha piseases to be TrgaM 

The combinations cf the preset Inwrnion wb useful for treating pmliferMwa 
diseases or diseases that am associated with ar trigg^sd by persistent anglagenasis, 

A pmliteretfva disease is mainly a tumor, especially a solid tumor, disease {orcamser) 
(and/e? any metastases}. The eorrcbinatSefis el the present invention are paiUcyferly asefui 
for treating a breast tymor, genioorlriiary tumor, tog tomat, gastotretesiinai tumor, 
&fMm&8$ Umt? , melanoma* glioma such as especially giioblaste&na aod in particular 
globiasioma multiforme, wamn cancer, pancreas cancer, neuroblastoma, head mdtw 
neck tumor, biadder candor, er w*al cancer sucfc as aspeciaiiy renal eat carcinoma, in 
partiofiaf f 0> breast cancer; an epidermoid tamer, such as apldermold head mdfat mdk 
mmm m a mouth tumoc lursg cancer, small sell or ©specially n©n*smal long 
asncer; a gastrointestinal tumpr, cucft m eapseiaiiy colorectal cancer; or a gentarinary 
tumor, such as especially prostate cancer p particular a hofmone^fractory prostata 
career); or (is) a p«*(ife;ratiw disease thai is refractory to the treatment with other 
ehemcsifefapeulcs; w iW} e \um®t that Is refractory |» msatintm with other 
•eh€9Tnolh«Eap»uic*. due to motHdrag resistance. 

The ojrnbiaatoa of the present i?wan§on am also useful In the peatmen! of othar 
hyperprolifefaiive cordons (fcyparplasias), auah as teufcamsas s especially acute myeteid 
leuk«*rala {MIL) and myeloma, in parfeulaf multiple myeloma; my^ledysplasf e syhdroma; 
mesothelioma; ad&necardnama:s. aosft as eapaoyiy ceteracW and pancreatic 
adenocarcinomas:; liver casncer, soots as especially hapatoceWar carcinoma; fibrosis 
•^especially pulmonary, but also other typos of fibrosis* such as renal fibrosis); psoriasis; 
arteriosclerosis; and smooth myscfe caJ* pratfoation in the blood vessels duo la eg. 
stenosis or restenosis following- angioplasty, 

Tfta mmbinaforis of fhe present inversion can also be used to prevent or feat 
diseases that are tdggerad by peflsislent arsgioganeaia, sucft as psoriasis; Kaposi's saressma: 
restenosis., steoModuced restenosis; eridorr^lrtosis; Crohn's disease; Hedg^a 
disease; artsrfiis, mdb as meymataid adhr^s; hemartglsma; angfoibfc^i; oo^ar diseases, 
such as ocular neovascdah^aison, diahete retinopathy as$d rseoyaseular g&w®ma; fenal 
diseases, such as gtonwuionspJrfls; diaheic nephropathy; malignant nepfcrgastefosls; 
Inrombolio micraai^iopaths'c syndromes; Jmnspiartt r^Hkm and glomgaiiopathy;: fi&mtte 
diseasas, such as cirrhosis of i^e ii^ar; mssangy caii-proliteniva diseases- anurias of the 
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rwvs tissys; fer irshfeing !&e re-ooduslan of vessels after bato&n ealheter Imalmsnfe fm 
um in vascular prosthetics m aftar instiling mechsrieil devi&e-s to heading v«ts©is open, 
such as s e.g., stents; as iromur^uppf®asa«lK as arc aki 'm §mt4m& mm$ hmtmg; and tor 
treating ago spots ami contact d^Rnatife- 

The mmMmimns of t$e preset toverrifcsri am ferthsr also usolM for the tf#atraani, 
pravofstksn ar snhibilop of dfeessss chatac&ftzsd by ceil p^llfeation end irrisratkm of 
mflarimaiory ceils such as inlammatferi, ^oonrntoid arthritis, af&nta, itfwmk, bronchitis, 
arteriosclerosis, and transplant ruction. 

The combma^ona of the present invention are also useful in the $eafrraent«f 
diseases which involve VE<3RR driven, ospedaly 4mm Jyirifjhansiogenesls. 

QXhm m^igmnom wlftkfo may be trestsct ©©cording to this fovestHon includes a 
maligiiansy sych as Spphoma a«d cano&t of the esophagus, uterus or corvk, 

Whors a tow, a tymor disease, a caranorna or a cancer art manJfon&d, also 
rfs^f.(;asi;§ fa odgM organ or tissue an4fof In any other location are implied ^llefftsilveiy 
er in addition, whatever the foeatksn of the tumor anek'or metastasis* 

The eombksa^orts of lbs present inversion cart also be used to treat, InNK^t or prevent 
c-M indications,, such m gm&txntes&mt stromal tumors CGIST) t srn$ig col lung csnoor; d£*gi 
mastocytosis awl Mim sarcoma viruses. 



1 , A moused tor fig p^mskm or &«atait dt proliferate diseases, wfticft comprises 
administering pharraaa$yfe% effects amoynte el a eomyrsaiQn of: 
fa) a VEGF Inhibitor asmpoyrKfc and 

{h) one Of raor® c^esraDtsampeuiic agents selected torn tha group c-oosistlng of: 
i. an arorna^Ks® Inhibitor;: 

8. an afttH@stfQg«n, an m&m&wgm (aspasialy m fhe case of prostate 

car^oer) -or a fo^a^sre^i aga^'st 
IB, a topoisenwsse I IntiJfoftor or s fopcasomarase II Mifeitor; 
Ivv a mksotubute sdlve ageot. an a&yMng agent, an an&roopgastlc anii- 

metatsoSite or a platan compound; 

v, a compound tergeHfig/dec#ea&^ a proton or lipid klmm adlwiy of a 
protein Of lipid phosphatase activity, a fufther an&sngiogeNc ODm$K>afnd 
or a ee«ipDus*d which Induces oosi difterafttlata pnoms; 

vi, a ^sdy&iniR 1 receptor draft an#©l»RSlft N antagonist 

vfi:, a cycteoxygenssd inhibited a oispr&sp&o^te,. a heparanasa inNbto' 
{prevails heparan sulphate degradalbnj, «,g„ pl-as, a biological 
response modular* preferably a lymphoktoe or fotetfaroris, e.g., interfgjon 
% m ybiq^itination inhibitor* or m snhsbster which blacks Mtitepopkfic 
pathways: 

vi, m inhibitor of Ras oncogenic Isofnfms or a famesyi Iransfarasa inhtMor; 
;!K, a selemer&se inhibitor, s.g. t telomasteiin;: 

x. a please inhibitor, a matrix rmtafepFotena&e ifshsbllof, a methionine 
sminopeptidase inhibitor, e.g., bsogamide or a derivative thereof, ar a 
protea^oine inciter, e^g,, FS-341 j 

si. agents ysad: in the treatment of hematologic malignancies or FMS*§fc$ 

tyrosine k\m®$ mtMtmm 
M, an HSPSO Inhsbltors; 

xi. , HDAC inhibitors; 
m, mTOR Inhibitors; 

xv, Somatostaia receplgf antagonists; 
mt integrfn antagonists; 

jtvsL prititeukefob GgmpcsyndSt 

xvi. temor ce§ damaghg ^pproadies &itch as ionising radiation; 
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XfeC EOG binders; 

sex. anlhranfe add amkfe class ef kinase kMbltms; 

>oeL nbonuclee^de reductase M%Mi®r$* 

ml &~M<mQ$y\mBMomm dsesrtaylase 

mm, antibodies sgainsi vegf or vegfr; 

be phstodynamis therapy; 

m% mQimWMs sterols; 

xxvi im$aft& eor&asnlng corricostemleJs.; 

sxvl ATI moepferasttsgcinlsssj and 

■xx>M, ACE Inhibitors* 



2L Tim mmtemi ^eeMirsg ?.o claim 1 , v^erein tha VEG^ SnhMor eompourad ss 
{I) of ib® formula (I) 



ft is from 1 up to and imtodfog S; 
W is 0 or S; 

mred Rs represent imlepeoo^ntly of s&cft oaw l^ftose^ Immt atkyt or lower scyt;: 
f% rspraswte an oycio*>l&yS groyp, an aryt group, or a mono- or bieyrJNs heteraaryi group 
comprising ®n« or mora ring nitrogen atoms and 0, 1 or 2 hsteroaioms 
lnctep«f5cNsi%- fern each other selected from: the group oonsletfng of oxygen «nd 
mliw, which grayp? m case are ursst&s$ttute£ or mom>- or poipybsiltoed!; 
R and R* are ilndapandantty of each «it*ef hydrogen or lower ®\kf<; and 
X rsjSresents an aryt gnsup, or a mefio- or oicydic hstwoaryi group co^pffein§ osrte or 
more Hop rtrogon aloms arsij 0, 1 or 2 heterosksms l§idapeodsn% from each other 
■seteet&tl from fte group eonsfefeig of oxygen and safe, whtsh groups Sn= each case 
asre ynsubsSftuted or mono- or pe%-sybsflMed; 
or of m ftaxtde or a possible leufomgr ther^t 
or of a pharmaseu§cs% acceptable salt; 




® 



wherein 
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iti) af ih& formula {iij 




X is NR,; 

Y Is CR^^CH-j^ 
wnwe^n 

R a and n n are* Independent^, of eash other hycfrogem or tower alkyli; and 
« Nt ap integer of from a**d lauding 0 to gnst tnglyding 3; or 

Y is 

R< Is try); 

!Rs Is a mono- or fsic^sNc heteroaryf group ODmprlsing one or mere ring nitrogen atoms 
with the exception Inat % cmot FefHeseni 2*phfisifmidyi, and m case of Y * SO* 
csairasl represent :E1 t 3^t^rim!h»dila^K4-yl; 

any of % R*» and R§, independently of th« olner. Is H or a substeUsent other than 
IsydFogsnr and 

R ? smJ :Rjj f Independently of each o*iw.. ar® H or alkyl; 
er of an W-g*&J&', of a s^rmaeeu*ica% acceptable sail thereof; or 

(ill of the tenuis (Ml) 




H 
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r is 0 $o % 
to h 0 to 2, 
m&Ole 4., 

Ri and (ij am fewer aikyt or 

IM together form a bridge In sufetaiufe C!*l 

\ 

r.h© binding bei*vg a^bim^ via the t*tfQ terminal carbon atom?,. or 
C'i) tog^jh@rfotm a bMge In sufefomsuis pi**} 
T 

whenh ©fte or to of the ring me«^ers T t , T t , T 3 and T 4 ^ nftPO§«ft, and th» otes sr® 
sn eaeb ease CH, audi the blinding is achieved via T* and; T«; 
A, B, D> and; E are, ind^pendsfttly of <ms another, N m CH, iMtc !he sipialsstibfi thai not 
rear* than 2 of these radicsls are H; 

<S is tower alkyfene, tower alkylene substituted fey aeytoxy or hydroxy, ~CH r CK -CIVS-, 
-GHr^H-, cm (-0-), Ms or mm {-HH-}; 
0 is Jovsw sikyi; 
R is M or lower slsyl; 
X is train©* e&a* or this; 

Y is unsu&sfeifed or MiMnuted aryi pyrsdyl, or onsutsstituted or suteiMed cycloalkyl; 

2 jf amino, mon&- or dis^fasiluted wvim,. hatogi&n, alkyl, s«bsi!Msd alkyt, hydroxy, 
ethgrjifi&d or eaterfied hydmxy. mim s cyan©, sarbasy, ^sS&rifei carboxy, aikanoyl, 
carbamoyl, l^mono- or N s ^lsubstitut8d carbamoyl, amsdino, gysnldine, merospto, suRb, 
ph&nylMQ, m®mUwmr alkylate, a&ysphet^hto, p^nyi^Sforiyt ph«nyW&»w 
alkylsiifmyl ®r alkyiph^rsylsyinyi mitesMt&M Z being the same or diftosnt from on© 
arsothor If mm fwm 1 radical z present; 
and wherem the bonds characterized;, if present, by a wavy km are either sisigfe or double 
bonds; 
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or m H-gxi&B of ills dgin^d wmpmmi, wharain 1 or more N atom carry an oxypsn atom, 
or a ptmtrmtmMmily aoseptaote salt of mash ocffipourid having at teas! one safclbrmlng 

3, Ttse piattaJ according claim 1, whefiib th§ VEClF inhibitor conpourvSI is 1»(4« 
€lticTOaRlllnci)4'C4'ppldyir^%f^)hthatgiljn# or a phanmaeiulraly acesplable sail tarsal 

4. He method acceding to (Mm % which comprises a^ntirwstedng pftarm^ytieally 
&KeclvB amounts of a rambifiattoi ofe 

fa) a VEGf inhibitor compound:; and 

&ne or more cheraottw.ag>auiie agants selected from the gmup consisting: o£ 
HDAC mhi&i©rs, mletstube active agents, inhibitors or the EGF receptor lyrosane 
fease fstrreiy, mTOR inhibitors, ©OX-2 m®mt$ t mmrn® mdlsfe, IGF4& irfsihifors, 
aroma&sa inhibitors, blsphospl^^es, B®t~M& kinase inhibitors, ftT*3 kinase 
inhibit., ALK Inh&jfors, mkMitm* pM&mi~4mk>&d growth facto receptor 
inhlbtcfs, Ra? kinase in^i^te, isshibito*, aratlbodtes against VEGF and 

V1GFR, WMP inhibitors, SRC foWbitore* tm$m# immizrm inhibitors and EDQ 
binders.. 

& The traslhod according to ctaire 4, wherelfi the VEGr Inhiblto- compound m 
(i) of the formula CO 



n is from 1 up fo and including 6; 

W & 0 of S;. 

Ri and R 3 represent independently of each etser tsydrog en. \wm alky? or tower- acyj; 
represents m* Cysfoaikyf group, an e?yf 8KKJ& or a mono- or bicycle beteiaryl $mtp 
mmpmt\§ -dm or more ring nitrogen atoms arsd 0, 1 m 2 hetefoa-totss 
im1@p@rsdeo%' from each other selected frorn fh® group eonststog of oxygen and 
safur, wbfch greops in each case are ynsybslMed or awto- or pdysubstituted; 




(t) 
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R and R' ar« shdepandeftfiy of each other hydr^r* or tower altcyi; arid 
X represents m myi §tmsp. or a month or bkyclle heteroaryf gmup comprising m& or 
more rsrsg nitrogen Mores and 0, 1 m 2 hefow&mm Irdepartdeotly from each other 
selected from fee group coRsi^rsg of oxygen send syfer, which groups In each cage 
am ynsubatitoled er raosrsO" or poty-s^i&t&utBd; 
or of an itf-oaade or a pm$M& tm&xam th&reof; 
or of s ptrarmaeeutieally ^oc#p*abie 
pi) of the forosufe 



wherein 

W Is O m S; 

whemin 

R§ a«d Ri 4 am,. Sndepeixtotly, of each other hydrogen or tower $$k$i and 
ft is an integer of from ami inctoefinf 0 to and including 3; or 



Ra is a itob« or oicyds hsetwoaryi gmup cwfiprtsing one or mors ring ntopn atoms 
vsfish ihe exemption that Rs car«*oi represent 2*phth&tmkt$, and In ease of Y « SO ; 
cannot represent 2»t k 3-feareo^a<8«EoM-i^ 

•any of f% R«, % and R^, Imlependefifly of the ate, is H or a su&siitu&rU other than 
hydrogen; and 

R? and % todep«nden% of each i$em, sm H or lower alkyf; 
or of ars Atoxlde; era pharmaeeofleatiy aecoptahto mil immnf; or 




00 



Ri ts aryl- 



#0 of the formula: 



fisss jj&H&rig ?>mxi\«?i via t>«5 feftwal «s<*^ atoms, a? 



in ::•.•!!.••• Cf i <i:'iS: bsirSix; 3$ a:;h:<::i--R.j t : Ki'::S f 

A. S>. g ys^r,-s>« jfxiSY rrf crs; sP@£>^f, H Sf' CH> m^t ::>;.< si'iiiskSttijfi ifsai rt$$ 

SS is tew sik^i^s, ij^f Stales'* ^Mn-MS seyiiMy *■ ivydr-say. <0^&. •C;-i r g-. 

Q is kx*«: aik^!: 

R :!? «r !:>\"rt;ir tSiWys; 

X is irfiSfifj. fj$sj, <s' Siig; 

Y is ;s" si.i^KSvfef- iify-5. 8pi&<$. rs-.ii;i-.ii;yihicd a; :s t;:o s iuy tc?<i <:.<> 

SSftCi 



WVS * *>.<|.>:|»!S»:w. 



ptm^mm. iSimp-m^ mym^. m^hirssmk?, ^i.m^^'-f.. s?>SAiv«;«-ss; 

Si* fSfMi si Cf! <i:^S •> >yi :,,.:!•:.;-).:>:- !.:. , v irtsflg ;...,!"lr "< iisfoW« ft !W 

ar «ssi N^«i!5>s of Si» -iSsteg sssppsund. »*«sse*3 i es mm H mm* ca»y sm <®ygaa efcsr-;. 
5 5h>?rfi":<:>- ;':.;- ; > asespSa^a sail 8? mx* tSivf^siSisnsi ^w>§: <? s :se$u>«* ssN&pffiihg 

Jim mfttsd met»m$ to 4, wSwesh sst« V®SP ia&fcte em$®oc& is 
t. rr*> " . .• - ! ■■■ r,: •- dt&n \. w^€m^m&sm^\^M^-pmrrm>s'iM.m^ 

{->,» ■< 4 < v N f •<!■ i , £ 

ijfsiiWSCS-^iiCj!:;- SCOSpiahs: si):: :.:>i5"S«t, -:sj>jv : -::$j!«:S ii:xi ^Ksivsiivs-'S ih&rsefc 
. _d - J t >. > 1 

) k ! 1 - i 1 

"'safe;!;! vn<S5;,i:*s : W17m&, MZtVt. ?,§.NSm imrtr^S, ft^ES, 
" «:sS5ft:? ;sv:;.wr^;::>j :-o o:s^ ?, «!><S:'SS:> i-hS V£G* : ^fsaitef cs»»f-ifxj!,;T!<! 



• 5§ ■ 




wherein. 



n is from 1 up to and imsludwg 
W te O or S ; 

Ri and R 3 represent bdepende«%' of each other ftydnsgen, Usme stkyl or kumr aeyl; 

R s represents m oycloa&yt group, an aryl groojx ar a tuew* or bicycle hetoroaryi group 
ojmprisifig om or mom mg mimgm ates and 0< 1 or 2 heteraatoms 
M6pe«des% from each other sebetod from the group cons^n§ of ox^jeo arid 
soif ur. which groups in e&ors case are ymsjtostjtufad car mono- Of pelygKibsfltutad; 

R and R* mdop$notef%' of eaehi o#?ef hydiregen or bvvor $ky*'> arsd 

X represents an aryl grmp, or a mono- or bisysiic hattroaryl group comprteiisg am or 
more ring nilrog-en atom* md 0. 1 or 2 heteroatoms M ; ope!r&®&rstfy from saeh olher 
^eiisc^sd from the group consists ofo^-en and syHyr. wNch groups In each case 
af* ursSiiibslsiuisd or jn$ra> or poiy-sub$tiM«<£ 
or of m AMss&te or a possible fautomor teoof* 
or of s pharmaoHifeiy acceptable salt; 



W is O or S; 

X Is N% 

Y is CRsR,a^Cf:-y ai , 
wherein 

Rs m$ Rhj am, independent^ of each ofw hydrogen or lower alkyl; ar*d 




V'. 
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ft is m km$w of from and IrtsMng 0 to aM mdtMmg 3; m 

Y Is S0£ 
Rt Is aryli; 

R 3 Is & mom- m McycBe hateroaryl groyp comprising ot® or msm ling stager* atoms 
with the ©«^pta t^t ssrmot rsprsMM 2'phtMmis>l snd sn <sam ofY« SO S: 
cartrvsl mpreserst 2 f 1,S4&n;8Q&iadta30l^yf; 

any of F^> R§ ar«d R§, bdepssi^^tly of the elfter, is H or a suijstitusm otlw Ih&fi 
hydrogen; a?Kl 

R«, indepgndentiy of each other, are H or fewer alky!; 

or of an ^kasdete; or a phamiaemtioaly acceptavit salt tfwe»f ; or 

<Hi> of ti@ fefrnyls {III} 



r fa 0 to 2, 

n is 0 to 2, 
m is D to 4, 

Rt and <i) art lower aJfc^ or 

P) together fonti s bndgo in suWorrtmila {W) 




{CH:R|- 



•Y 




in© binding befog achfevsd vis f*g two terming! saston atoms, or 
p) together form a bridge in wM&mfa pi**) 



• sa- 



V 

*iS!>«SS:« ®M «f Ssf i&sg ?fi«ssr&iW5 Is. T,s m& % 8?3 m& iNs m 

iff sass CH, arsj ssie is sc&iswsS visa T 4 ma T„; 

A, S;, D, ars3 S m tehiptnfenftr «*' mm smfrm, n m CH, wish m ®ip*Mm &ss» rea 

*S istfc**- ^t^BS, Sssiusf ofigfena w&s&utai Sy stsyssxys? hy&tss^, -CHs-SK -£Hr$-< 

S & H csr s;,\vsf -iUyi 
X & iSsSa fete 

Y Is ursswfcs&fcSss) s.:r>:HS:.::;so; Sfy:. :•><-•:' V r.* isn$«bslKyi«sa- >;?r s;>rv;::>- .!x< ^ifcaR^; 
!k?!{3 

sS-'S?1V:S''.sj. s;i'>s>y>-::>w®:' sikjl^iss, ii!:s;.^;'if>;v:r;,';i:-ici fvhftr:-x>sua"!S'iy'i. ^I^r^-lwm 
»?■:■?•<■■' § tiw! ? ■.)■>■<. ?: 2 is (.yes-sni. 




II m arjti~eairiBgeft f m snihrn^kogm (especially m the case of prostata 

caneer| or a gottadbreHa agsniai; 
I., i tof^socn^rsge i IfiNfcfer or a. topoisomarase II ^hlbfton 

iv. a rmorotufeul© acQva agent, m alkylating age»l an ani-n&sfjlasic anti- 
metabolite or 8 plain ©srapsynd; 

v. a compound targ^ing^d^f&assng a protein or lipid k&asa astMty or a 
proteh or Ipld p&ot pte§3§« acl^ a tstf&m m®-®ri®m&tti& compound 
or a compound which lodueas mi $fferen8ai!a?s pr&eesses;: 

vi. a bsadykWn 1 reenter or an angiotensin II antagonist; 

vsfi, a c^sk>oxygenaae feth^Msar, a blsphosphenate* a heparans?® hihisrtor 
Ipfevsnts foaparacn suipfeata degr«date) t P\SB, a biologic^ 
response modifier, preferably a fy*«phe*tlna ©r irrtarferana* e,g.., Sniadaro 
?> an obiqullmatioR inhibitor, or m inhibitor whlsh bfoska arttinapopiotfe 
pathway; 

ml an inhibitor of Ras anepganic ispfwrns o? a famssyl imnaferasa irshMtair; 
k. a talamaraae inhibitor, e.g., iatornesistln; 

x. a protease inhibitor a matrix aateJallopmtelnase iutsibSer, a matiMria 
amlnopapHdaaa Irshi&ite, a^j,., bengamid© or a derivative tiaraeC sir a 
protaasonw foNbitar, e.g., PS-341; 

m. agan& umti m l$m treatment of hematologic maiignandes or FMS»Hke 
tyrosine kinase inhibitors; 

Kit. m H3P§0 inhibitors; 

M. HDAC inhibitors; 

xiw, mTOR irehlbiors: 

xv< somatostatin racaplw sntagarslsta; 

xvj. satagnn antagonists; 

xvil.. antileukemic oempous*ds; 

xvtl, tawsr sell -dasmapig approaches, sacfi as ion&fng radiation; 
seix, EOG binders; 

xx, antftraniSs add amide class of ksnase inhibitors; 
m rlbonadaotide reductase inhibitors; 

S-asfanasyimathionina decarboxylase inhibitors;; 
KxiiL antibodies against VEGF or VSQFR; 

xxiv. photediynamis tteapys 

xxv, tfigioa^ac siarakfes 
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%ml implants contasnbg scsrtlca&tercskls; 
xml ATI mseptor m4 
mm, ACE inhibitors. 



1 1 - The phaimaemsfiiCifi coropoti&gin accefisifig to claim 10, •vs&erein tt*© ViQF irfsblter 
compound -s 

(0 of the formula (i) 



ft Is from 1 up &j and Ineiud^g 6; 
W is 0 or S; 

Rt arsd % represent ir5dep«nder5% of each oiher Iiiydf0ies% tower w \o\mr 
Bst to&mmtiM m eyela^M group, an aryt group, or a mono- or bieydte heteraa^l group 
comprssng era m mom Nn§ nstrsgen Moms and 0, 1 or 2 hsfems^omss 
iindeperjiJenfly from eae& ©tier selected from the poup oontisting of et^jen arid 
&Mw t wfsteh groups In each esse are ur^ub#!otsd: or mow- or poiysMbotliuteti; 
R and R* are jralep©fHjten% of ©act* other hydrogen or iwm alky!; and 
X represents m &ty§ group, or a mono- or bisyoiiG hefsroiryl group comprising one or 
mare cirsg oifcnageri atoms m<A 0, 1 or 2 hefeioatofirss i?toeptodentt^ from each other 
selected 1mm (ha gnxsp oons^^gi of oxygen md sulfur, wb$sh groups Irs esefi case 
ere unsubsliutod or mono- or poly^substituied; 
or oSm Atoxkte or a possible tautow thereeft 
or of e phan^asaulseally acceptable se^ 
p) el 'She formula (H) 



w 




(CRS^rs-X 



5@; 



- si - 



* v r y 



W & Q: $f 



¥ is SQj; 
jS* is aryt: 

k :y tsf R ;: . R», Rs ssssrf in^s^-snsy sf St*s .-jths*. isHtes $uMi#»is; aim tnm 



3Sx 



-S2- 



(HP) 



; »*(6fss?i ch» -or j«s? fee fsj§ mutdsm ?•, ?» aad T« sir* ara-i i;u oflws ss« 

SI ::,!:.:• vis?*!: CH, fXjiS S.:ss :•• :-<l>g is; JChSSK-Sd 7-: i»>3 

A, §!, ..: £ .<■.< .;*,,y ■■?.;<,•:■; Oft frf* S'K.X^f. N C<- sWih :r>s i&St n:>$ 

mam %tm & & ihem 'scx.sis 903 sic 

<5 is tsjwesr s*yis--is, !s-w siKytefjg: siiSsiihiifed by se^fjsiy or hydroxy, -CHu-CS 
0 is tews- 

8 is H or fevsis- aik^ 
X & ism. strtftja; 

V ss ;if-:si.iSsi)ii::fe:i tit si;S<iiis;j1jtxi si!y?. :SyrsrSv.i, <y '.^sH^VAx; $<s<3$iii5..'S<Xl «yc5«*jM: 
ssfba^j^v H-(?is3St.v ;;f N.N .^su-st^flfy'S v^S-s^Oy! w^W:-, g;.:Sfis:i::X!. fms*:.api:>. sis'fia, 

t *i I 1 1 »■ ■> 

siSyiswix-ivi e>- ft^ysiYSivj-is.::;:^ m$3!iiii8*ss Z bimu i"* S.*r>fe«f &isf&^?<S flam- ssss 



or a pharenaeauta% s>ee®pta&l« salt of sash compound having at least ew salt-terming 
gr-owp, 

1 2, The ptisftti^ca&^cal c^rrp^lta sscorttog: to claim 10, wherein ^ EOF snNtator 
eompotsrid h 1-{4^Nm^i§n©H^(4l^«^e^J^^ala^r*6 or a pharmaceutical 
aeeeptabfe sail thsmof. 

i 3, Jh® 0mmo®Mt®!l cssmpesitlon seoordbg to claim 1 o somprssing : 
(§5 g V©3 F inhibitor eampo-ynd;: and 

(b) am or mom ohe^tMrapeuilc agents selKW tern the group «or»sMng of 
HPAC Irtiiliitors, mieroiabe asm® agents, snhi&itors ©r &e EGF me«p?or tyrosine 
kinase fers%., mTOR irtNfctors,. COX-2 tohibta, tantetag radiation, IGF-IR inhibitors, 
aajmafcase inhibitors., bi$pihosphor!ia^s : , Ber-A&l kinase bhsbiisrs, FlT-3 imam 
inhibitors, ALK ibNbstoirs, e-KS Inhsfeiofs, ptetet^erived growth factor receptor 
lnh«®rs, Rat kinase inhibitors, HSf^SO Nii*t©rs> asnibcste against VBSF and 
VE'GFR, MMP inhiota, SRC fohtbifci^ fmm$ tfan&ferse Msltors and EDO 

14, The pharrnae&uetieai composition acsor<ir>g to etetm 13, w*herem the inNfelter 
osmpaursd is 

$j ©f tsMdrmuia (I) 

w 

ii 

wherein 

r» is from 1 up to and Indudlng 6; 
W is O S; 

R? ami iRs mpms^il independently of eacfc other hydrogen, lower alkyl or lower esyl:; 

Ra> repre&gfils an eycksalkyl group, an gtmp, or a mano- or Ibicyclfc hetero&ryt gro^p- 
SMprising ©ne or more rtng nitrogen stoma gnd 0, 1 or 2 hete*o$torn$ 
Independent fern §«b site selected from the gmup consisting of oxygen »a 
suiter, whleh groups to easts ease am unsubsftuiect or mono- or pdysubstitoted; 
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Si arts; i¥ 3;« :rstas#Kf%' i>! «®tt*fr %s&sxjtHi or k<w£f atkyt: ar^sj 

msm$na*(iXt®i$m eHmmmii & 1 1< 2 ^Wtumt^M m*m<<r<3Mi\k? S^&stE&ag 

SSiSS&si f i •:•«•!:.:> 

sr si* ANasSeie <r a eosssss. tsw^w ^f®^; 



«T T f 



*i: s -\ -s: S5. ts . Sire, /;•-;.:,.!•, i.yfi., s f <; S? :h ; ^<^Sifi SS iS**' JskVi; 3r>3 

■«? Rj. R* afss* ^ ^p*t:siK«it>v ai m mm. is 8 «• s ^jsrsj*h{ mist ®m 

RtiiixS % i?s?Ssp«ix!ij?!i;? of sseSs ■s'S'ttK, sir* H sit :?;kji: 
=5" N f r> n "*>f $> < .a i \> r*%at w 



H::/"' iCm >< * 

ti. .->"~K 

s-s •-•0), 

fl IS Si !*) 

r*i is: 8 is 4. 

R-c fcftsl R; $ are : »«fsr 3f 

(si ''®®*&m «8Rs» s »Jp- in suifFsrmyisi 

r :: <- ; ^SS9 b*it ■;: astisiiVfcS via tg^aris! SSftXM s< 

% 

wNasiss swof 4B» rtftg iwie*r!&*i i s Ju Tfe T s ^ T 4 *m rm®em> mi the mm 
h -sb-s* c^su OH, sskS ?i>e feiing a ■astoswsxi sis T, and T 4 ; 

A, 8, 8, asss E M»MS!% csf ssrss s^oiiw, S m CH, *>tfc Sse sSpate^ss iMi ?sst 
: ?risire $w 3 e? Ss«s«- rssii ans H: 

-CHj^H-, a«s KKs. «r iffSns f NH- : k 

Ct is kSWSf Si Kyi; 
'H is- & «tf fawe? a&yi; 
5C is fisa, fir tftsa; 

Z is iS'K«a : Bfs«« or 48$uMStite« wma, hsiegen, aikyl sybsJii<s!s4 
■■ S6 « 



ft ( •! I'M^4 'tH«..*<. 



ethesrled or esterisedi hydros^, «^© s eyano, esrOoxy, estenlted carboy alkafsesyl, 
carbamoyl, N-m&no- or NJ^siataMuiecf carbsrftoyi, am^rm. puanklirKs, rsweapfa. syffo, 
p&snyfthio, phinyMflwsrsilKyltrilo, 3ikyiph®^y&h:io ( phenyfcidfon^ pr^yNsmw 
alkylsylffnyl or alkylpharsyisutoyi sobsttente Z Mf^ ifte lame ordilfereni fmt\ one 
another f more than i radical Z m prmmt 
ar4 wtmrnn the bonds characterized;, if prgssnl, a wsyy Una are either single or doybfe 
bo«*d$; 

or an NoaekJe of tin ditnsd compound* w&ers&i 1 or mom N atoms oarty an oxygen atom, 
or a phatmaseuSsaiiy acceptable sat ef mrth sontp&uncl having at teas* one ^ii-forming 
group* 

1 §■ The ptwmsoeoticai composite* aoc^rdi^ to clmtm 1 3, w!w$ir> f*e VEGF bhisitor 
oompousid 1 ^4-e^*o^ir^H^4i^^^^)pNlb^^ne or a pharmaceutical^ 
scosptabio gait thereof 

18. The pharmaaeuieat csmpasifel according to elaim 1 0 comprising: 
{&} a mhlbto wapeuad; and: 

{b} oris or mar® ohwe&erapeulfc agents ssteetod from tf>e group consisting; of 

propinn^kle, or a pharmaceutical^' aocap^hle salt thereof, ^hydraxy-3-[4--|(2- 
hydro^tbyf H2K fW-h^^yOetfe^^ &■ a 

pharmacey-iicatly a>oceptab3e salt fhsreef, epothtoes ami derivatives thereof, 
taatanes, diseiedfermdldes, vtnsa aikaiolds,. ooldiSdnes, gefstsnlb, JGF4R Inhibitors, 
trasteur^ao, RAD0Q1, CGt-779, mpmq&n, . AR23S73, lumiraco^h 5 c^«coxfc, 
valdaoBXifc, nfecftxfe, 6-FU, p&in es^poumisi, DNA aBtyfatos, Mronolt, 
anaslrozote, ex®me®&ne, a&tedmnic acid, pwmitwm add, imMWb such as 
especially imatinib mesylate, PD1 73856, FKC412, MU&18, interferons, ARMS, 
blsuifaa SU101 GF3»111. BAY43-S006, P01 84362, 17-AAG, 
galdaf^myrffH'elafed compounds- sM radsoicoL 

IT. The pfoaemaceuScai compasitiftn m&at&ng to claim 1S ; whereir? tie VEQF inhibitor 
U) Of fes fonmuls p} 



to te fmm 1 up to and ftwWbg i; 
W is O or S; 

Ri and R$ tepmm fa(tep®tf$&®$ of ©ash ©tier hydrogen. Sower afkyi m to*w aeyi; 
R g mpf©sen& m eyotoa&yS group, an aryl group, or a awns- or bisycfe neteroaryf group 
GOfRprtslr^j o?i^ or mot& tmg nWagm atoms &nef Q t 1 or 2 hsteroMoms 
Independently' from eash otaer s^eeisti torn ifs® §royp consisting of Oityg&n and 
sytfyr, which groups in each mm are unsubstitu&d or mono- ®r polysu^tufed;: 
R a«d R' are independently of each other hydrogen of tower sfkyi; and 
X f8prmmi% an &ry$ group, or a mono* or Acyclic h#isroary) group composing c#ia or 
mors ring nitrogen atoms and 0, 1 or 2 h^temafems independently from each other 
selected from the groyp c&ns&ing of oxygen and sulfur, whfe,n groups- in each cssse 
are ynsuo&tlyted Or mono- or poly-subsf luted; 
»r of m or a possible tofemer teneof; 

or of a pharm&eeuicafly acceptable ssit; 
■P> of the temala (II) 



wherein 

W is O or 3; 

Y is CJVMCH*]* 

Us end R,<, m», *j«tep»Hten8jif, of each otsar hydrogen or lower a&yt; and 




Will n 



n j$ an integer -of from and teMng 0 to mi mdMmQ 3; or 
Rj is sry^ 

R s is a mono or 6steys8e heteraaryi groyp eomprismg one or mom ring nitogen atoms 
■wth the exception thai cefmoi irepraseffl 2-phthaiimidyl, and in case- of Y = S0 :J . 
caonc^ represent Sj^-be^athsad^sol^yl; 

»ny of % Rs, iRs and R 5r bd@;p^r>den% of the ether, is H or a sutosfstuenfc other Shan 

R } jrt % i?Kte^der% of esch oBjer s are Nor tower alkyt: 
or of an Ak>xi^ m m phameceattealiy aoseptebte salt hereof; or 

($) of the formula 



r is 0 to 2, 
n is 0 to 2, 
m Is 0 to 4, 

R s md R 2 |i) ar© \mm alkyl or 

p) together form a bridge "m mbtmmM 




x 



(in) 



{in*) 



the Banding fcsang aehteved v*a th& two teranst o§Tbon akssrns s or 
{!} together form a bridge In subf©fsraiia pi**) 



Vt 'I ■ I f'2;:l'4 >tfn,,Hr. 




herein erts too el the ?mg members I?, T 3 and T« as ^irogen, and ®m ©the#& are 
in each v05« CH, and the bsndtrtg is achiiaved Vila T* and J4 

K U, D, SPd E <m of one another, N a? CH» wISh the sipuia&sn thai: r«5l 

more than 2: of t$e«» rmlteafs mm Hi 

G ^ fewer alk^ns, Jower a&yteoe mMMM& by acytaxy or hydmssy, -CHrO*, -CH^S% 
-CHrNH- ma HH 8ti» (*S~K or Imsn© {-NH-^ 
Q is tower alkyl; 
R te H ©r tower alkyil; 
X ss irnte, oxa E or tflsa; 

Y Is unsLfbstitetstd ©r suteifcfc&d aryl, pyridyi or «nsufcstfftutaid ©? su!bs#tu!ed Qyo3©atky1; 
and 

Z & amino* mono- or disubslltyled amtaa hatogen, aikyi subsHtu&d aBcyf., hydroxy, 
scarified or esterifted fcydpoxy, nslro* cyan©* car&oxy, «st®$i©d earboxy, aJkafi©y4 
cafbaraoyl, ^-rmsn.-o- or ^ ,lSMt«absttol.€sd carbamoyl amidino, p&ar*i<lin©» mereapia,. sufd, 
phercyMo, phariyMower alkyllfiio, afkylph#nylth1o : phonylsylfonyL, prs^r>yM»w 
alkylaofclrvyt or atkyipf>enylsyinyi, sub§tstu$rit$ Z feelrtg the same or diflefon! fern ®m 
another Wmam than 1 radial Z ia preset 
and wherein the bonds charae^rtged, if present, by a wavy Itna &w e&ber single or doyfals 
bonds; 

or an fskjsdde of fhe defined compo^^d, v^raio 1 or more N nlotm zmy an eacygan atom, 
or a pfcarsrsaeeytieally acceptable salt or' aoso ©omp&uftd having at least erne- smarming 
group, 

1 a The phammmstkrai eompostiS&n acceding to e-lato 1 6, wherein fta VEGF irfohtior 
compound is l^-chto^r^H^^i^^^e^^f^a^e w a pharro^utoBy 
agsip^bla sat te«of, 

1 9, The matiod of claim 1 , wherein the prelifermtiws disease ;i§ selected #ro ine groop 
censlsiirjg ©f breast cancer, lung eancer, ovarian cancer, ^ftphomg, haad ataditor neck 
sanssr and eanear of the aaophggus, $&mm£ti, bladder prostrate, uteras and »a 



